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958. The Role of Neurovascular Disturbances in the 
Development of Pancreatic Necrosis. (An Experimental 
Investigation.) (O ponu paccTpoi- 
(TB B PaSBHTHH MaHKPeOHeKpO30B (OKCNepHMeHTaNb- 
Hoe )) 

Ju. G. Bosko. Apxue ITamoaoeuu [Arh. Patol.) 20, 
34-41, No. 11, 1958. 3 figs., 40 refs. 


In experiments reported from the First Pavlov Medical 
Institute, Leningrad, foci of acute pancreatic necrosis 
were induced in 18 cats by the intermittent injection of 
1 to 4 ml. of adrenaline solution [of unspecified concen- 
tration] into the splenic artery and its pancreatic branches, 
these having been exteriorized at operation. Apart from 
4 which died, the animals were observed for one to 21 
days after the laparotomy and then killed. Post-mortem 
examination showed in all the cats foci of pancreatic 
necrosis, with areas of fat necrosis in many cases, and in 
3 with haemorrhages as well. Organization took place 
after the end of the first week. Ligation of the pan- 
creatic arteries in one control animal and injection of 
ephedrine in another did not produce pancreatic necrosis. 

The similarity of these lesions to the histological pic- 
ture of acute pancreatic necrosis in man and the 
importance of arterial spasm in its aetiology are stressed. 

A. Swan 


HAEMATOLOGY 


959. Alkaline Phosphatase of Mature Neutrophils in 
Chronic Forms of the Myeloproliferative Syndrome 

W. J. Mirus, L. J. BerGNA, I. B. MEDNICOFF, and W. 
DAMESHEK. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 30, 285-294, Oct., 1958. 6 figs., 
23 refs. 


Certain conditions involving self-perpetuating pro- 
liferation of bone-marrow elements, formerly classified 
separately, are now considered to represent various 
aspects of the same fundamental process—the myelo- 
proliferative syndrome. The present paper from the 
New England Center Hospital and Tufts University 
School of Medicine, Boston, reports a study of the 
alkaline-phosphatase content, estimated histochemically, 
of the mature neutrophil granulocytes in blood smears 
from 58 patients with various forms of this syndrome 
compared with that of cells from 10 normal subjects. 


The cells from 15 cases of polycythaemia vera and from | 


4“ transitional ” cases with a history of polycythaemia 
but normal or low haematocrit values and evidence of 
advanced fibrosis of bone marrow had the highest enzyme 


content. Those from 23 patients with myeloid meta- 
plasia could be divided into two groups: (1) those with 
high levels (16 cases), and (2) those with normal or lower 
than normal levels (7 cases). Alkaline phosphatase was 
virtually absent from the neutrophil granulocytes in 16 
cases of chronic granulocytic leukaemia. In the cases 
of polycythaemia vera treatment with radioactive phos- 
phorus and venesection, although producing a fall in 
the haemoglobin and haematocrit values, had no effect 
on the alkaline-phosphatase content of the neutrophil 
cells, nor was any such effect observed in cases of myeloid 
metaplasia treated by splenectomy or with ‘* myleran ” 
(busulphan). However, in several cases of chronic 
granulocytic leukaemia with low enzyme levels in which 
prolonged remissions followed myleran therapy the 
enzyme values returned to normal. L. A. Elson 


960. Myeloproliferative Diseases. Diagnostic Value of 
the Leukocyte Alkaline Phosphatase Test 

R. D. Korer, A. J. SEAMAN, E. E. OsGoop, and P. 
VANBELLINGHEN. American Journal of Clinical Pathology 
—_ J. clin. Path.| 30, 295-301, Oct., 1958. 3 figs., 
14 refs. 


Since the clinical and pathological characteristics of 


‘different members of the group of myeloproliferative 


syndromes are not sharply defined, the diagnostic value 
of the histochemical estimation of the alkaline-phospha- 
tase content of the leucocytes in blood or bone-marrow 
smears has been studied at the University of Oregon 
Medical School, Portland. The azo-dye coupling 
method of Kaplow (Blood, 1955, 10, 1023) was used, the 
degree of positivity of the reaction being graded from 0 
to 4 in 100 consecutive segmented and band forms and 
these grades added together to give scores which ranged 
from 0 to 276, with a standard deviation of 12:3. Scores 
below 25 were obtained in all but 8 of 56 cases of chronic 
granulocytic leukaemia. Of 35 normal subjects, 29 
patients with leucocytosis or leukaemoid reactions due 
to non-haematological causes, 81 patients with poly- 
cythaemia vera, 2 with essential thrombocythaemia, and 
20 with myelofibrosis and myeloid metaplasia, almost 
all had scores above 25. 

The efficiency of the test in discriminating between 
leukaemic and non-leukaemic cases was found to vary 
with the leucocyte count, the risk of a misdiagnosis being 
17% with a count of 7,500 or less per c.mm., 10% with 
a count of 7,600 to 15,000 per c.mm., 1°%% with a count 
of 15,000 to 30,000 per c.mm., and ni! when the count 
is above 30,000 per c.mm. L. A. Elson 
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CHEMICAL PATHOLOGY 


961. Analysis of Lipids of the Arterial Wall 

C. J. F. Bérrcuer, J. G. Keppier, C. C. TER HAAR 
ROMENY-WACHTER, E. BOELSMA-VAN Houte, and C. M. 
eres Lancet [Lancet] 2, 1207-1209, Dec. 6, 1958. 
9 refs. 


In 1956 Sinclair (Lancet, 1956, 1, 381) suggested that 
atherosclerosis is connected with a relative deficiency of 
essential fatty acids in the diet and that such a deficiency 
leads to the formation of more highly saturated choles- 
terol esters in the body, some of these saturated esters 
being deposited in the arterial wall and causing atheroma. 
This paper from the University of Leiden describes an 
attempt to test this hypothesis by detailed analysis of the 
lipids extracted from single human aortas in different 
stages of atherosclerosis. The stage of atherosclerosis in 
each of 22 aortas, as determined by examination of the 
intima, was as follows: 3 were in Stage 0 (no macroscopic 
atheroma), 5 in Stage I (plaques not more than 2 mm. in 
diameter), 5 in Stage II (plaques more than 2 mm. in 
diameter), and 9 in Stage III (visible necrosis or ulcera- 
tion). The lipids from the whole intima and media of 
these aortas were then separated into the following frac- 
tions: (1) phospholipids, (2) free fatty acids, (3) sterol 
esters, (4) glycerol esters, and (5) free sterols. The com- 
position of the fatty-acid mixtures obtained from Frac- 
tions (1) to (4) was analysed by gas chromatography. 
The phospholipid fraction was found to contain mainly 
saturated fatty acids at all stages of atherosclerosis, but 
the percentage of saturated fatty acids tended to decrease 
with increasing atherosclerosis. Of the unsaturated Cis 
fatty acids, oleic acid formed the major portion (at least 
60°% of the total Cig unsaturated fraction). In the fatty- 
acid mixtures from the glycerol esters the percentage of 
saturated fatty acids bore no significant relation to the 
‘stage of atherosclerosis. The Cis unsaturated fatty acids 
were present in amounts varying from 35 to 50%, oleic 
acid again predominating. In the fatty-acid mixtures 
from the sterol esters the unsaturated fatty acids pre- 
dominated (35 to 45% oleic acid, 5 to 10% palmitoleic 
acid, and 20 to 30° linoleic acid) and their predominance 
increased with the severity of the atherosclerosis. 

It is concluded that Sinclair’s hypothesis is not 
confirmed by the present study; on the contrary the 
percentage of saturated fatty acids in both the sterol 
esters and the phospholipids fell with increasing severity 
of the atherosclerosis, while the degree of saturation of 
triglycerides seemed to bear no ‘relation to the degree of 
atheroma. The results do suggest, however, that non- 
essential unsaturated fatty acids (for example, oleic acid) 
are related to atheroma, and the authors are carrying 
out further similar analyses in order to determine the 
significance of the ratio between non-essential and essen- 
tial unsaturated fatty acids deposited in the aorta. 

I. Berkinshaw-Smith 


962. The Use of Serum Protein Electrophoresis in 
Clinical Medicine. [Review Article] 

R. L. Watt. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.] 102, 618-658, Oct., 1958. 
24 figs., bibliography. 


‘PATHOLOGY . 


MORBID ANATOMY AND CYTOLOGY 


963. Histogenesis of the Wall of Chronic Tuberculoys 
Cavities of the Lungs. (Iucrorenes creHku xponnue- 
cKOH Ty6epKynesHOH KaBepHbl) 

E. N. NesTeRov. Apxue []amoaoeuu [Arh. Patol} 
20, 41-48, No. 11, 1958. 4 figs., 18 refs. 


Sections of the walls of chronic tuberculous cavities 
which had been dissected out from material obtained 
post mortem in 36 cases and from lobectomy and 
pneumonectomy specimens in 10 cases were examined 
histologically, special attention being paid to the state 
and arrangement of elastic fibres, the blood and lymph 
vessels, lymph nodes, and the alveolar epithelium. Asa 
result the author distinguishes 4 layers in the wall of a 
typical tuberculous cavity: (1) a caseous—necrotic layer, 
(2) a layer of specific granulation tissue, (3) a layer of 
non-specific granulation tissue, and (4) an outer fibrous 
layer. The structure and composition of this outer layer 
is discussed in some detail. According to the author 
its formation is the result of several pathological and 
reparative processes, these including organization and 
fibrosis of the specific tuberculous tissue as well as of the 
non-specific granulation tissue, fibro-atelectasis, “ har- 
dening”’ of the compressed lung tissue, interstitial 
pneumonia, and carnification of pneumonic foci. 

A. Swan 


964. Primary Lung Cancer and Pulmonary Tuberculosis, 
A Study Based on 570 Postmortem Examinations 

K. MurasAwa and V. ALTMANN. Sea View Hospital 
Bulletin [Sea View Hosp. Bull.) 17, 37-52, July [received 
Nov.], 1958. 20 refs. 


The relationship between chronic pulmonary tubercu- 
losis and primary cancer of the lung has long been the 
subject of discussion, some authors having suggested the 
possibility that cancer may arise in areas of active or 
healed tuberculosis, some that there is a definite antagon- 
ism between the two diseases, while others have found 
no support for either theory. 

The present study is based on the findings in 570 con- 
secutive necropsies performed at Sea View Hospital, 
Staten Island, New York, during the 10 years 1948-57 
on 483 males and 87 females, all of whom had at some 
time or other had acid-fast bacilli in the sputum. The 
prolongation of life expectancy in tuberculosis in recent 
years is reflected in the fact that some 70% of the sub- 
jects were over 50 years old. There were 78 cases of 
malignant disease, 39 of which were of primary carcinoma 
of the lung (only one being in a woman). In only 14 
of the 39 cases was active pulmonary tuberculosis present 
in the same general area of the lung. Thus the over-all 
incidence of carcinoma of the lung in this series of 570 
cases of pulmonary tuberculosis of all types was 68%, 
but only in 2-4°% was there a sufficiently close association 
of the two processes to suggest an aetiological relation 
ship. The latter figure is almost identical with that 
arrived at by Goldberg et al. (J. nat. Cancer Inst., 1956, 
17, 155) in calculating the statistical probability of 
developing lung cancer among a comparable sample of 
the general population. Although metaplasia of the 
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PATHOLOGY 


alveolar epithelium is known to occur in chronic pul- 
monary tuberculosis, there was not one case of alveolar 
carcinoma in this series. On the other hand it is pointed 
out that latent forms of tuberculosis may be activated 
by the development of lung cancer, as is the case with 
other debilitating diseases. 

The authors conclude that “ if there is any increase in 
the frequency of cases with lung cancer in tuberculosis 
hospitals, the reasons are other than a direct causal 
relationship between the two conditions ”’. 

G. Clayton 


965. Pulmonary Capillary Proliferation Induced by 
Oxygen Inhalation 

P.C. Pratt. American Journal of Pathology [Amer. J. 
Path.] 34, 1033-1049, Nov.—Dec., 1958. 11 figs., 16 refs. 


The possible influence of oxygen therapy upon pul- 
monary tissue was studied at Ohio State University 
College of Medicine, Columbus. Microscopical sections 
of lung tissue obtained at necropsy from 10 patients 
who had received oxygen therapy showed varying degrees 
of alveolar septal thickening and an increase in the num- 
ber of congested capillaries. From a study of the records 
of a series of 23 consecutive necropsy cases it was found 
that in 8 oxygen had not been given; sections of pul- 
monary tissue from these 8 cases did not show capillary 
proliferation. In all cases with capillary proliferation 
oxygen had been given for more than 36 hours; in 3 
cases in which the duration of oxygen therapy had been 
2 to 4 days no capillary proliferation was observed. 

The author considers that oxygen therapy causes 
alveolar capillary congestion followed by thickening of 
alveolar septa and capillary proliferation. The lesions 
may be accompanied by capillary haemorrhage or slight 
pulmonary oedema. After continuous inhalation for 
approximately 2 weeks diffuse fibrosis may occur. In- 
flammatory reaction is inconspicuous. The lesions are 


widespread but patchy in distribution, and the affected | 


lungs are generally heavy. The absence of capillary 
changes in some cases is due possibly to faulty technique 
of administration of oxygen or to shallow respiration 
failing to raise appreciably the pulmonary - oxygen 
concentration. 

The author considers that the lesions described are 
entirely compatible with the observation that there is a 
Progressive loss of pulmonary function when oxygen 
therapy’ is continued over a period of days. Finally 
it is pointed out that the pulmonary lesions induced by 
oxygen inhalation should be differentiated from those of 
various obscure diseases such as the Hamman-Rich 
syndrome. H. Caplan 


\ 
966. Capillary Erection and the Structural Appearance 
of Fetal and Neonatal Lungs. [In English] 
S. JAyKKA. Acta paediatrica [Acta paediat. (Uppsala)] 
47, 484-500, Sept., 1958. 10 figs., 19 refs. 

In a previous paper (Acta paediat., 1957, 46, Suppl. 
112) the author described his method of producing expan- 
Sion of the lung by forcing liquid into the capillaries 
through the pulmonary artery. A foetal lung expanded 
in this way resembles microscopically a normally ex- 
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panded lung; but in a lung expanded by inflation with 
air the microscopical picture is characterized by large 
sac-like air spaces with thick walls in the proximal 
parts, no expansion occurring in the distal parts. In the 
investigation here reported from the Lying-in Hospital 
of the City of Turku, Finland, lungs obtained post 
mortem were studied in order to determine the status. 
of the blood circulation and the corresponding lung 
structure, the pulmonary artery having previously been 
injected with 20 ml. of indian ink. Specimens of lung 
were then fixed in formalin, embedded in paraffin, and 
stained by van Gieson’s method, three groups being then 
studied: (a) from asphyxiated foetuses; (6) from pre- 
mature infants without signs of asphyxia; and (c) foetal 
atelectatic lung specimens. 

From observations on these specimens the author 
draws the following conclusions: (1) The capillary bed 
is not patent in the atelectatic areas of foetal lungs. 
(2) The blood flow can by-pass the capillary bed through 
the short-circuit system described by v. Hayek. (3) A 
non-patent capillary bed implies that no erection of the 
capillary bed has occurred and may be one cause of 
atelectasis. (4) An asphyxiated foetal lung is charac- 
terized by a patent capillary bed and an expanded struc- 
ture. (5) The patent capillary bed is synonymous with 
capillary erection and is the prerequisite of normal expan- 
sion of the lung if air is available. Capillary erection in 
utero will cause amniotic fluid to enter the potential air 
spaces. (6) Entry of air into a lung in which the capillary 
bed is not patent will result in an abnormal expansion of 
the lung. A, W. H. Foxell 


967. Primary Tumours of the Pleura 

W. T. E. McCauGuey. Journal of Pathology and 
Bacteriology [J. Path. Bact.] 76, 517-529, 1958. 22 figs. he 
20 refs. 


The existence of primary tumours of the pleura, that 
is, tumours arising from the mesothelium lining the 
pleural cavity, has been the subject of controversy, the 
chief difficulty being to distinguish such tumours from 
metastatic secondary growths and those arising from the 
subserosal mesenchyme. The author reviews previous 
reports and describes 11 diffuse and 2 localized neoplasms 
which he considered to be primary in the pleura. In all 
of these cases, which were collected from the necropsy 
files of the Institute of Pathology, The Queen’s University, 


| Belfast, a search for an alternative primary site of tumour 


was made, and sections were available of most organs 
(except the brain) as well as sections of the tumours. 
The histology of each tumour is described in detail 
(often with illustrations) and a brief clinical summary 
of the case is also included. 

The outstanding feature of the 11 diffuse tumours 
was that they all involved the pleura very extensively, 
enveloping the lung in a sheet-like fashion that is rarely 
seen in secondary growths; thus a comparative survey 
showed that in only 5 out of 305 cases of metastatic 
carcinoma of the lung and one out of 600 such cases of 
carcinoma of other organs did the pleura present a 
similar macroscopic appearance. The microscopical 
findings in the primary pleural neoplasms, however, 
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showed a great variety: 3 were papillary tumours lined 
with epithelial cells, 2 consisted chiefly of spindle cells 
and collagen, 3 appeared to be anaplastic spindle-cell 
growths, and 3 were mixed tumours showing both epi- 
thelial and mesenchymal components. The author 
stresses the importance of the mixed type of tumour in 
the diagnosis of pleural neoplasm and points out that 
the epithelial component of the mixed tumours resembles 
that of the cells in the papillary growths. The difficulty 
of differentiation from metastatic growths is emphasized; 
yet no primary growth was found elsewhere in the body 
in any of the cases described, and although a primary 
pulmonary tumour could not be excluded in 4 cases 
which infiltrated the lung substance, the histology of these 
tumours was shown to differ from that of all of 305 
established cases of pulmonary carcinoma, thus making a 
primary pulmonary site unlikely. The author ascribes 
the pleomorphism shown by the tumours to the pluri- 
potentiality of mesothelium, quoting other published 
work to support this view. 

Of the 2 localized tumours, one was chiefly fibrous and 
the other sarcomatous in nature. The author mentions 
other similar published cases and concludes that “* the 
histological overlap between these growths and the diffuse 
forms provides strong grounds for believing that they 
also arise from mesothelium ”’. 

I. Berkinshaw-Smith 


968. Obstructive Factors in the Pulmonary Hyaline 
Membrane Syndrome in Asphyxia of the Newborn 

J. M. Craic, K. Fenton, and D. GITLIN. Pediatrics 
[Pediatrics] 22, 847-856, Nov., 1958. 18 figs., 17 refs. 


To determine the part played by the hyaline membrane 
in the pathology of respiratory distress the authors, at 
Harvard Medical School, Boston, studied the lungs of 

‘infants dying from the postnatal asphyxia typical of the 

hyaline-membrane syndrome, lungs from newborn 
infants with a normal respiratory system serving as 
controls. One lung from each infant was injected, the 
injection mass used being gelatin and indian ink, latex, 
or a plasmin solution. Serial sections and casts of these 
lungs were then examined and sections of the uninjected 
lungs examined for hyaline membrane. 

It was found that the presence of hyaline membrane 
prevented the injection mass from reaching the peripheral 
alveoli and it is postulated that such membranes simi- 
arl y obstruct the flow of air to these alveoli and prevent 
their expansion. Injection of plasmin solution was 
shown to cause dissolution of the hyaline membrane, 
and the possible therapeutic implications of this finding 
are discussed. J. B. Wilson 


969. Histopathology of the Mammillary Bodies in 
Alcoholic Psychosis 

L. Liss. Neurology [Neurology (Minneap.)] 8, 832-838, 
Nov., 1958. 25 figs., 9 refs. 


A histopathological study was carried out at the Uni- 
versity of Michigan Medical Center, Ann Arbor, with new 
silver carbonate techniques on the brains of 4 patients, 
aged 64 to 71 years, with alcoholic psychosis. The first 
2 patients had had symptoms of Korsakoff’s psychosis, 


while the other 2, though not presenting a clear clinical 
picture, had a long history of alcoholic abuse and one 
had had delirium tremens. In all 4 cases the author 
found a peculiar form of degeneration in the mammillary 
bodies which he had not encountered in other areas of 
the brain or in other pathological conditions. The 
changes consisted in: (1) peculiar skein formations with 
degenerating cell bodies in the centre and concentrically 
arranged fragmented processes; (2) fine fibrillary degener- 
ation of the neurones; and (3) enlarged, rounded, 
degenerate ganglion cells. R. Wyburn-Mason 


970. The Mammillary Bodies and Kovsakoff’s Syndrome, 
I. Anatomo-clinical Study. II. The Mammillary Bodies 
and the Mechanism of Memory. (Corps mamillaires et 
syndrome de Korsakoff. I. Etude anatomo-clinique. 
II. Tubercules mamillaires et mécanisme de la mémoire) 
J. DeLay, S. BRION, and B. ELIssALDe. Presse médicale 
[Presse méd.| 66, 1849-1852, Nov. 26, 1958, and 1965- 
1968, Dec. 13, 1958. 6 figs., bibliography. 


From the Hopital Sainte-Anne, Paris, the authors 
first report a histological study of the brains of 8 subjects 
(7 women and 1 man), aged 32 to 59, who had died of 
Korsakoff’s psychosis of alcoholic origin (with poly- 
neuritic symptoms in addition in 7 cases). In his original 
description of this condition in 1887 Korsakoff attributed 
the psychic disturbance to a “ neuritis ” of the subcortical 
association fibres; subsequent pathological descriptions 
therefore tended to concentrate on changes in this 
region despite the fact that they may be absent, whereas 
lesions of the mammillary bodies have been described 
frequently in the absence of cortical changes. The 
present authors carried out a complete histological 
examination of the brain in all their 8 cases, in 7 of which 
the cortex showed no abnormalities. In the eighth a 
recent subcortical softening was present in both parieto- 
occipital regions following a thrombosis of the superior 
longitudinal sinus. The commissures were normal in all 
cases. In every case the mammillary bodies showed the 
most marked changes, consisting in atrophy with retrac- 
tion and neuronal degeneration and demyelination and 
glial and vascular proliferation. Diffuse lesions of a 
similar nature were present in the grey matter around the 
third and fourth ventricles and aqueduct, especially the 
locus caeruleus, the tegmental reticular nuclei, and the 
nuclei of the VIIIth nerves. In 5 of the cases the vermis 
of the cerebellum showed pallor and atrophy, with 
degenerative changes in the cells of Purkinje, and there 
were also atrophic changes in the olives. 

In the second part of the paper earlier reports in the 
literature of changes in the mammillary bodies in cases 
of Korsakoff’s psychosis are reviewed. In many cases 
subcortical lesions were absent, while both constant and 
elective changes were found in the mammillary bodies 
and subependymal and bulbar changes were also fre- 
quently reported. The authors draw attention to the 
close clinical similarity between Korsakoff’s psychosis 
and Wernicke’s encephalopathy, in which the same 
pathological findings are present and which may be 
preceded by Korsakoff’s psychosis. The two conditions 
appear to be different clinical manifestations of the same 
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basic pathological change. The authors conclude that 
the memory disturbances which are a feature of both are 
due to lesions of the mammillary bodies, a conclusion 
favoured by reports of Korsakoff’s psychosis resulting 
from destruction of the mammillary bodies by tumours 
such as craniopharyngiomata. In cases of Korsakoff’s 
psychosis the basic disturbance is a failure of memory for 
recent events in contrast with the preservation of distant 
memory, Other intellectual functions being intact so 
long as they do not utilize newly formed images. The 
presence of the mammillary tubercles thus seems to be 
essential for the function of ‘“ memoration’’. They 
discuss the role of these bodies in the circuit Ammon’s 
horn—fornix—>mammillary bodies—bundles of Vicq 
d’Azyr—-anterior thalamic nucleus— internal frontal cor- 
tex, which has been concluded by some workers on 
experimental and clinical grounds to form the anatomical 
basis of emotion. Clinical disorders of this circuit are 
always associated with a memory defect, and a mnesic 
function has been attributed to it. Others have stressed 
the particular importance of the hippocampal convolu- 
tions and Ammon’s horn in mnesic function, and bi- 
lateral surgical removal of these regions leads to a pure 
Korsakoff’s psychosis, distinguished from that due to 
alcohol by the absence of euphoria or spontaneous con- 
fabulation and consisting in a deficiency of memory for 
recent events. 

It would thus appear that the integrity of both 
Ammon’s horn and the mammillary bodies is required 
for the preservation of memory for recent events. 

R. Wyburn-Mason 


971. The Histogenesis of Fibroadenoma of the Breast. 
(Bonpoctt mopdoreHesa 
MONOYHOH 

M. G. Morozova. Apxue [Arh. Patol.] 
20, 26-34, No. 11, 1958. 7 figs., 24 refs. 


At the Voronezh State Medical Institute specimens of 
fibroadenoma of the breast removed at necropsy in 139 
cases and surgically in 152 were studied histologically. 
The generally accepted view of fibroadenoma as a focus 
of hyperplasia of breast tissue ‘“* possessing an increased 
susceptibility to neuro-hormonal influences” is con- 
firmed. The author employed the silver-impregnation 
method extensively and came to the conclusion that the 
periductal connective tissue is of Schwannian origin. 
She therefore proposes that fibroadenoma should be 
renamed adeno-neurinomatosis ”’. A, Swan 


972. Pulmonary Osteoplastic Processes in Rheumatic 


Fever. (O6 mpoueccax B NerKux 
pepMaTu3me) 

K. P. Ganina. Apxue [Arh. Patol.) 20, 
73-76, No. 10, 1958. 3 figs., 15 refs. 


The author reports the finding of widespread bilateral 
formation of “ coral-like ”’ ramified bone in the lungs 
in 2 cases of rheumatic heart disease, one of which is 
described in detail. The literature is briefly reviewed 
and the state of the connective tissue discussed, with 
special reference to the chronically congested lung. 

A. Swan 
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973. The Rheumatic Process in the Left Auricular 
Appendage 

R. LANNIGAN. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 77, 49-62, 1959. 20 figs.,3l refs. 


The rheumatic process in the left auricular appendage 
was studied at the Department of Pathology, University 
of Birmingham, in 175 biopsy specimens obtained at 
mitral valvotomy. Most of the patients were aged 30 
to 39 years, and all had been deemed to be clinically free 
from active rheumatic disease at the time of operation. 
In 15 of these cases necropsy was performed subse- 
quently. In addition 61 hearts showing macroscopic 
evidence of rheumatic disease were examined. For con- 
trol purposes both the left and the right auricular appen- 
dage obtained at 90 consecutive necropsies and 25 whole 
hearts were studied. There were no lesions like Aschoff 
nodes and no cellular foci in the subendocardium or 
endocardium in any of these control cases. Interstitial 
haematoxyphil substance (resembling the ‘ mucoid 
oedema” described by Talalajew) was seen in 4 cases, 
and in a few the epicardium showed focal lymphocyte 
collections. 

Of the 175 biopsy specimens, 103 contained Aschoff 
bodies, usually in the subendocardium.. The less specific 
changes of diffuse cellular exudate in the endocardium 
and subendocardium were present in 63 of these cases, 
associated with interstitial haematoxyphil substance. In 
9 cases non-specific changes only were present. 
author suggests that such non-specific changes may be 
considered to indicate a rheumatic process. Auricular 
thrombus, a condition which is often associated with 
subendocardial inflammation, was observed in 50 of the 
specimens. 

Of the 15 cases which came to necropsy following val- 
votomy, 6 in which Aschoff nodes had been seen in the 
auricle also showed these in the ventricular myocardium. 
In one case there were Aschoff nodes in the ventricle 
when none had been found in the auricle, and in 7 there 
were no Aschoff nodes in either situation. Of the 61 
hearts showing macroscopic evidence of rheumatic 
disease, lesions were present both in the left auricular 
appendage and elsewhere in the heart in 10 and in the 
ventricle only in 2. G. Loewi 


974. Incidence of Intimal Hemorrhage of the Aorta in 
Normotensive and Hypertensive Men. A Preliminary 


Report 
J. Mitts, T. Morratt, and J. C. Paterson. Laboratory 
Investigation [Lab. Invest.] 7, 606-613, Nov.—Dec., 1958. 


11 refs. 


The authors set out to show that hypertension is an 
important factor in the production of intimal haemor- 
rhage and that such haemorrhage accelerates athero- 
sclerosis. They examined segments (of approximately 
equal size) of the lower thoracic aorta which were 
obtained at 50 consecutive necropsies at the Westminster 
Hospital, London, Ontario. The total area of athero- 
matous plaques was estimated by means of a transparent 
grid. The specimens were stripped of adventitia and 
most of the media and cleared by a simple cool-dry 
procedure. An attempt was then made to assess the 


The 


| | 

‘ical 
One 
thor 
lary 
of 
The 
with 
ally 
ner- 
ded, 
m 
ome, 
et 
que. 
Dire) 
icale 
65- 
hors 
jects 
d of 
oly- 
ginal 
uted 
‘tical 
tions 
this 
reas 
ribed 
The 
gical 
yhich 
ith a 
‘jeto- 
erior 
in all 
d the 
| and 
of a 
d the 
y the 
ormis 
with 
there 

cases 
cases 
t and 
odies 
fre- 
o the 
hosis 
same 
iy be 
itions 
same 


310 


number and total area of intimal haemorrhages and the 
approximate number and width of the capillaries. It 
was found that the incidence of intimal haemorrhage was 
much higher in hypertensive than in normotensive 
patients, the difference being statistically highly signifi- 
cant. However, no relationship could be demonstrated 
between the severity of the hypertension and the number 
of haemorrhages. A. Wynn Williams 


975. Effects of Antihypertensive Treatment on the 
Evolution of the Renal Lesions in Malignant Nephro- 
sclerosis 

L. J. McCormack, J. E. BELAND, R. E. SCHNECKLOTH, 
and A. C. Corcoran. American Journal of Pathology 
[Amer. J. Path.] 34, 1011-1021, Nov.—Dec., -1958. 
8 figs., 4 refs. 


The evolution of the renal lesions in malignant nephro- 
sclerosis was studied post mortem in 100 cases at the 
Cleveland Clinic, Ohio, 19 of which had been treated 
with potent antipressor drugs. The gross appearances 
of the kidneys did not differ appreciably in treated and 
untreated patients. Histologically, the treated patients 
showed remission and alteration in the nature and dis- 
tribution of renal vascular lesions. The most obvious 
change was cessation of activity and regression in both 
arteriolar necrosis and thrombonecrosis, associated with 
disappearance of most of the foci of fibrin accumulation 
and evidence of acute vascular damage. There was also 
parenchymal and perivascular fibroplasia with focal or 
diffuse renal parenchymal atrophy in treated patients; 
these changes were not manifest in the ineffectually 
treated group. In the latter the lesions appeared 
primarily in arterioles and small arteries, leaving large 
arteries intact; in the treated patients the large and 
medium-sized arteries showed extensive subintimal 
fibrosis, which in some instances progressed to vascular 
occlusion. The authors state that this lesion pre- 
sumably caused the slowly progressive renal failure which 
was the cause of death in the majority of the treated 
patients. 

They conclude that their findings ‘“ substantiate 
the clinical inference that patients with therapeutically 
induced remission of malignant hypertension exhibit 
an increased incidence of arteriosclerosis and its com- 
plications. This presumably reflects the damage in- 
flicted upon the arteries during the pre-treatment period 
of uncontrolled hypertension ”’. H. Caplan 


976. A Study of the Adrenal Status in Hypertension 

A. H. SHAMMA, J. W. Gopparpb, and S. C. SOMMERS. 
Journal of Chronic Diseases [J. chron. Dis.| 8, 587-595, 
Nov., 1958. 5 figs., 21 refs. 


In an attempt to determine the part played by the 
adrenal glands in essential hypertension the structural 
changes were studied in adrenal glands from 78 hyper- 
tensive patients subjected to unilateral or bilateral 
adrenalectomy; the necropsy records of 220 hypertensive 
patients, 156 of whom had had essential hypertension, 
were also examined for changes in the adrenal glands. 
For purposes of comparison the necropsy records of 220 
normotensive patients were studied. No differences in 
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the adrenal changes which could be correlated with the 
types of hypertension present were observed in the 220 
hypertensive cases. 

Adrenal adenomata were found in 45 of the 220 hyper- 
tensive cases compared with only 4 of the 220 contro] 
cases. True adenomata were present in 16 of the 
adrenalectomy specimens. Only 3 of the 61 adenomata 
found in hypertensive cases were identified as producing 
aldosterone. In the hypertensive group 82 out of 120 
glands examined had cortical nodules compared with 
50 out of 120 glands in normotensive cases; nodules were 
also found in 23 of the 78 adrenalectomy specimens. 
Cortical nodules were smaller and more numerous than 
the genuine adenomata and usually showed a zona 
glomerulosa and a zona fasciculata. Statistically, the 
cell density in the zona glomerulosa of the glands removed 
surgically was significantly greater (P<0-05) than in the 
glands of the hypertensive and normotensive patients 
coming to necropsy. The weight of the adrenal gland, 
the cortical lipid content, and other morphological aspects 
were not significantly different in the hypertensive and 
control series. 

The authors consider that of all the endocrine glands 
the adrenal gland, and particularly its cortex, has “ the 
closest and most important relationship to abnormal 
elevations of blood pressure’. They suggest that further 
analyses of its hormones may eventually explain the func- 
tional changes inferred from these morphological 
investigations. A. W. H. Foxell 


977. Histochemical Study of Mucopolysaccharides in 
the Sheaths of Normal and Regenerating Nerves. (Iucro- 
H3YYEHHE B OOoN04- 
KaX HOPMaJIbHOrO pereHepHpylousero HEpBa) 

B. B. Fuxs. Apxue J]amoaoeuu [Arh. Patol.] 2, 
59-68, No. 10, 1958. 5 figs., bibliography. 


The aim of this work was the study of the polysacchar- 
ides contained in the sheaths of the normal and regener- 
ating nerves by the method of histochemical analysis. 

It was established that the amorphous substance found 
in the main mass of the endoneurium contains low quan- 
tities of water-soluble neutral mucopolysaccharides. 
Small amounts of acid mucopolysaccharides may be 
revealed in the perineural spaces. The internal layer of 
the perineurium of the normal nerve is characterized by 
the high content of glycoprotein located on the surface of 
the collagen fibrous plates. It is similar by its properties 
to the glycoproteins of the basal membranes and the 
glycoproteins contained in the wall of the blood vessels. 

The greater part of the myelin substance binding the 
colloidal iron and staining by Hotchkiss’s method is 
identical to lipoids. The glycoprotein origin of the 
neurolemma substances and the trabeculae of the myelin 
sheath is discussed. 

The mucopolysaccharides (mainly acid) are retained 
during regeneration of the nerve for a long time. They 
are even accumulated in the connective tissue which is in 
contact with the regenerating nerve fiber. The existence 
of the trophic effect of the regenerating nerve fiber on the 
regenerating connective tissue is assumed.—[Editorial 
summary.] 
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978. Observations on the Development and Nature of 
Pseudocysts and Cysts of Toxoplasma gondii 

R. LAINSON. Transactions of the Royal Society of Tropi- 
cal Medicine and Hygiene [Trans. roy. Soc. trop. Med. 
Hyg.) 52, 396-407, Sept., 1958. 16 figs., 25 refs. 


Ever since the discovery of Toxoplasma in 1908 there 
has been much controversy regarding its mode of re- 
production. According to most authorities these para- 
sites multiply by binary fission, but others have held that 
they do so by schizogony. Furthermore, there is no 
agreement as to whether the membrane in which the 
multiplying parasites are invested represents a true cyst 
ormerely a pseudocyst. In order to solve these questions 
the author has studied, at the London School of Hygiene 
and Tropical Medicine, the development of the toxo- 
plasms in the course of acute and chronic infections, the 
former being induced in mice, guinea-pigs, rats, and 
canaries with highly virulent strains of Toxoplasma and 
the latter in mice and rabbits by inoculation with avirulent 
strains. Material from the acutely infected animals was 
examined post mortem in stained smears of various 
tissues and organs removed at different intervals after 
inoculation, while in the case of the chronically infected 
animals portions of the brain and lungs were examined 
in smears and sections. 

In wet-fixed preparations from acutely infected animals 
it was demonstrated that the parasites multiplied by 
repeated binary fission in the course of which the host- 
cell became progressively distended to form a membrane, 
usually containing the cell nucleus, around the accumula- 
tion of parasites, this membrane eventually rupturing and 
releasing the parasites. In no case were the toxoplasms 
enclosed in a true cyst, the structure described being a 
pseudocyst. It was noted that in dry-fixed smears the 
boundaries of the individual parasites were indistinct, 
so that their appearance might then be misinterpreted 
as reproduction by schizogony. In the brains of the 
chronically infected animals the parasites first developed 
as in the acute cases, giving rise to pseudocysts con- 
sisting of the membranes produced by the host-cells. 
However, from the 8th day onwards it was observed that 
the multiplying parasites elaborated an elastic membrane 
which surrounded them and stretched as their numbers 
increased until, after some months, the spherical cysts 
measuring up to 60 uw in diameter might contain several 
thousand parasites. These cysts differed from the initial 
Pseudocysts in that they contained no elements of the 
host-cell (nucleus or cytoplasm) and were much tougher; 
they could be ruptured only with difficulty, when the 
membranes could be seen in the form of “‘ tiny deflated 
balloons”. Similar cysts were formed in skeletal muscles 
and also in the lungs, where they developed in alveolar 
macrophages and might be found detached in the lumen 
of the alveoli and bronchioles. 

In the light of these findings the author concludes that 
in typical toxoplasmic infections—which are usually 


chronic—the parasites pass through two phases of 
development: (1) the pseudocystic phase of relatively 
short duration (8 to 11 days) during which intracellular 
groups of parasites (that is, pseudocysts) are formed in 
different tissues, which are re-invaded after rupture of 
the host-cells; and (2) the cystic phase, which takes place 
chiefly in the central nervous system and lungs and may 
persist for many months (up to 5 years). Since the free 
toxoplasms are too delicate to withstand conditions out- 
side the tissues of the host it is thought that their trans- 
mission to a new host is probably effected by the resistant 
cysts. In the case of carnivores infection probably takes 
place by direct ingestion, whereas it would seem that 
herbivorous animals are infected by the inhalation of 
droplets of sputum or saliva. The appearances of the 
pseudocysts and cysts of Toxoplasma are well depicted in 
a series of photomicrographs which are reproduced in 
the paper. C. A. Hoare 


979. Nasal .Carrier Rate of Antibiotic-resistant Sta- 
phylococci. Influence of Hospitalization on Carrier Rate 
in Patients, and Their Household Contacts 

W. R. O. Gostincs and K. Bicuul. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.| 102, 
691-715, Nov., 1958. 2 figs., 47 refs. 


From the University of Leiden the authors describe 
an investigation of the nasal carrier rate of antibiotic- 
resistant staphylococci in patients about to be dis- 
charged from surgical wards, its relation to antibiotic 
therapy, and the subsequent fate of these staphylococci. 
Cultures were prepared from nose-swabs taken from 587 
patients on discharge, and 137 were followed up by 
examination of nose-swabs taken fortnightly by their 
own doctors, as were 455 household and family contacts 
of 138 patients. [All the methods used are described 
and detailed results tabulated, but only an outline of the 
results can be given here.] 

At the time of discharge 337 (57°) of the patients were 
carriers of potentially pathogenic staphylococci, and of 
these, 66°5°% (that is, about 40% of the patients) were 
harbouring penicillin-resistant staphylococci. Resistance 
to other antibiotics occurred only in strains also resistant 
to penicillin. The carrier rate and percentage of resistant 
strains increased with the duration of stay in hospital, 
the chief rise occurring in the first 2 weeks. The pattern 
of antibiotic resistance of the staphylococci cultured from 
carriers depended on the pattern of resistance of the 
strain of Staphylococcus circulating in the hospital at that 
time, suggesting that the increased carrier rate is due to 
colonization by resistant strains from the hospital micro- 
flora and not to mutation and selection by antibiotic 
therapy in the patient himself. Antibiotic treatment in 
hospital did, however, favour colonization by a strain 
resistant to that antibiotic. Apart from the influence of 
antibiotics, the authors suggest that there also seemed 
“to be a private disposition of the patients, which is of 
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importance in deciding whether the patient will acquire 
a hospital Staphylococcus in his vestibulum nasi”. 
Thus some individuals appear to be “* constant carriers ”’, 
these retaining their penicillin-sensitive staphylococci in 
hospital and after discharge, others appear to be “‘ non- 
carriers ”, while the remainder are “‘ irregular carriers ”’ 
and it is these who are probably involved in the increased 
carrier rate associated with hospital infections. After 
discharge there was a gradual fall in the carrier rate for 
pathogenic staphylococci and in the resistance rate to 
penicillin, both rates becoming “‘ normal” in 6 to 12 
months. The rate of resistance to streptomycin and the 
tetracyclines, however, was still above normal one year 
after discharge, whereas that to chloramphenicol had 
been completely lost. The loss of chloramphenicol 
resistance was due chiefly to loss of resistance by the 
organism, the strain itself remaining in the patient. The 
decrease in the resistance to other antibiotics was, with 
a few exceptions for the tetracyclines, due only to loss of 
the resistant strains. 

Transfer of resistant strains from patients carrying 
such strains on discharge was noted in 11% of family 
and 8°% of household contacts examined. (Transfer rate 
for all discharged patients was thus 4-5°% for family and 
3% for household contacts.) In about 60% (28 of 42 
household contacts) the origin of the resistant strain 
could be traced to direct or indirect contact with the. 
hospital microflora. 

The authors conclude by stressing that the fight 
against antibiotic resistance in staphylococci is primarily 
an epidemiological problem, that is, the interruption 
of the chain of infection with the micro-organisms in 
the hospital. I. Berkinshaw-Smith 


980. A Characterization of Atypical Acid-fast Bacilli 
Obtained from Patients with Pulmonary Tuberculosis 

H. Kettz, R. CoL_ton, and W. Lester. Diseases of the 
Chest [Dis. Chest] 34, 368-387, Oct., 1958. 1 fig., 
28 refs. 


A study is reported of the morphological, cultural, and 
biochemical characteristics and the virulence in guinea- 
pigs of 11 * typical” and 25 “* atypical ”’ strains of acid- 
fast bacilli obtained from patients with pulmonary 
tuberculosis. The atypical strains could be divided 
into three groups according to their cultural behaviour 
as follows: Group I, photochromogenic strains, which 
produced a lemon-yellow pigment when exposed to light. 
Group II, non-photochromogenic strains. Group III, 
skotochromogenic strains, producing a deep yellow- 
orange pigment even in complete darkness. In general, 
organisms from all three groups were catalase-positive 
and neutral-red-negative; they grew rapidly in Dubos 
medium and completely or partially reduced indophenol 
and sodium dibromoindophenol. Strains of Groups I 
and II were virulent for guinea-pigs, while Group-III 
strains were comparatively avirulent. Resistance to anti- 
tuberculous drugs, particularly to PAS, was more evident 
with atypical than with typical strains. 

The organisms in Group I and Group II were recovered 
from patients with disease which was clinically indistin- 
guishable from tuberculosis and which, in the opinion 


of the authors, should be treated in a similar manner. 
Group-III organisms were always obtained from patients 
with known long-standing tuberculosis; their origin and 
significance were considered to be doubtful and they did 
not of themselves cause progressive disease in any 
patient. John M. Talbot 


981. The Serological Reactions in Yellow Fever 

M. THEILER and J. CASALS. American Journal of Tropical 
Medicine and Hygiene [Amer. J. trop. Med. Hyg. 7, 
585-594, Nov., 1958. 10 refs. 


It has been shown by tests in vitro that the serological 
responses in cases of yellow fever differ according to 
whether or not one or more “ Group-B” viruses are 
present, these including viruses of dengue Type 1, dengue 
Type 2, Ilheus, West Nile, St. Louis, Japanese-B, and 
Russian spring-summer encephalitis. The marked im- 
munological overlap between these viruses and yellow 
fever virus can be demonstrated by haemagglutination- 
inhibition, complement-fixation, and at times even by 
neutralization tests. 

The authors report from the Rockefeller Foundation 
Virus Laboratories, New York, a detailed study from 
this point of view of the serological reactions of sera 
from 29 cases of human yellow fever infection obtained 
during the recent epidemics in Trinidad and Brazil. 
The cases were divided into two groups, mainly on the 
basis of the pattern of response to the complement-fixa- 
tion test and of antibodies to a variety of Group-B 
agents. The 17 cases in the first group were considered 
to be primary yellow fever infections, whereas the 12 
sera in the second group were thought to come from 
individuals who had previously been infected with a 
Group-B virus. The results, which are tabulated, show 
that in primary infections with yellow fever virus the 
specific haemagglutination-inhibition antibodies appear 
first, followed rapidly by antibodies to other Group-B 
viruses. The titres of homologous antibodies are always 
as high as those of heterologous antibodies, or higher. 
There may be great variation in the time after onset of 
the infection at which the complement-fixation antibodies 
become demonstrable, but they are produced over a long 
period and may still be increasing when the haemagglu- 
tination-inhibition antibodies are already diminishing. 
Their pattern is very specific, and overlapping with other 
antigens occurs only when the homologous complement- 
fixation antibody titres are high. In primary infections 
the neutralization antibodies, as determined by the 
standard intracerebral protection test, are quite specific, 
and heterologous antibodies are developed only to a 
limited degree. 

In the 12 cases in the second group, in which the yellow 
fever was a secondary infection, the development of 
haemagglutination-inhibition and complement-fixation 
antibodies was very rapid and the production of hetero- 
logous neutralization antibodies was stimulated to 4 
greater extent than in primary infections. The hetero- 
logous response was indeed so great that in all but one 
of the cases an accurate diagnosis of yellow fever 
by the neutralization test was impossible. 

Edward Hindle 
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982. Cation Exchange Resins in the Treatment of Hyper- 
kalemia 

H. R. BERNARD, J. C. FLETCHER, and C. F. HUMPHREYs. 
A.M.A. Archives of Surgery [A.M.A. Arch. Surg.] 77, 
103-708, Nov., 1958.. 5 figs., 2 refs. ; 


The artificial kidney is probably the best means of 
reducing a high blood potassium level in cases of renal 
insufficiency. Where this is not available, however, 
cation exchange resins may be of value. 

Given orally, these drugs may give rise to intestinal 
distension, but the present authors recommend their 
administration per rectum, amounts as high as 140 g., 
suspended in a 10% dextrose solution, having been given 
successfully in this way in such cases at Barnes Hospital 
(Washington University School of Medicine), St. Louis. 
The patient is encouraged to retain the enema as long as 
possible, thus permitting a maximum effect. It is con- 
sidered that this method of administration may overcome 
some of the troubles of oral administration, and it is the 
authors’ practice to give resins by this route in small 
doses (20 to 30 g. daily) whenever the serum potassium 
level rises above 5 mEq. per litre. J. McMichael 


983. Raubasine in the Treatment of Angina Pectoris 
and Cerebral Atherosclerosis. (Application de la rau- 
basine au traitement de l’angine de poitrine et de l’athéro- 
sclérose cérébrale) 

J. Pier1, M. WAHL, and J. CASALONGA. Presse médicale 
[Presse méd.] 66, 1523-1525, Oct. 4, 1958. 


Raubasine, an alkaloid derived from Rauwolfia ser- 
pentina, has no hypotensive or sedative effect, but is an 
adrenaline and noradrenaline antagonist and produces a 
slow, steady spasmolytic effect on the arteries. The 
authors found that in doses of 3 to 4 mg. per day it 
seemed to improve the symptoms of myocardial and 
cerebral arterial disease. [The investigation was not a 
controlled one.] G. S. Crockett 


984. Effect of Atropine on the Heart-rate 
H. J. V. Morton and E. T. THomas. Lancet [Lancet] 2, 
1313-1315, Dec. 20, 1958. ‘3 figs. 19 refs. 


Many contradictory statements have been made about 
the effect of atropine on the heart rate... It seemed to the 
authors that much of the confusion arose from failure to 
appreciate that the dual action of the drug, that is, 
stimulation of the vagus centre on the one hand and 
paralysis of the vagal nerve endings on the other, can 
produce different effects according to circumstances. In 
the present study, here reported from Hillingdon Hospi- 
tal, Middlesex, they have attempted to clear up the 
confusion by a series of 22 simple experiments carried 
out on 2 normal subjects (themselves). They showed 
that the rapid intravenous injection of atropine sulphate 
in doses up to 0.6 mg. (1/100 grain) slowed the heart and 
that doses larger than this accelerated it, as has long been 
known. In one of their experiments a dose of 0-6 mg. 


given subcutaneously produced a moderate slowing, and 
a subsequent intravenous dose of 0-25 mg. (1/250 grain) 
restored the rate to normal. An accelerating dose of 
1-28 mg. (1/50 grain) injected slowly intravenously over 
periods varying from 5 to 18 minutes produced initial 
slowing of the heart rate followed by acceleration; slight 
slowing was still detectable in the electrocardiogram when 
the injection was given over one minute, but no slowing 
was evident if it was given in 30 seconds. 

The rapid intravenous injection of an accelerating dose 
in normal subjects and in hundreds of premedicated, 
anaesthetized patients produced tachycardia in 30 
seconds and a maximum rate in 2 to3 minutes. Slowing 
doses exerted their maximum effect in 5 to 8 minutes. 
The effect of atropine upon the heart rate therefore 
depends on the total dose, route of administration, and, 
with intravenous administration, rate of infusion. 


T. B. Begg 


985. Clinical Experience with Chlorothiazide (Diuril), 
with Particular Emphasis on Untoward Responses. A 
Report of 121 Cases Studied over a 15 Month Period 

L. R. Dinon, YUNG Sup Kim, and J. B. V. VEER. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
236, 533-545, Nov., 1958. 4 figs., 17 refs. 


Chlorothiazide, a sulphonamide derivative first syn- 
thesized in 1957 and now widely used for its diuretic and 
hypotensive action, was given to 121 patients at Pennsyl- 
vania Hospital, Philadelphia, most of whom were suffer- 
ing from arteriosclerotic, hypertensive, or rheumatic 
heart disease. The patients (64 male and 57 female, 
aged 40 to 80 years) received digitalis and a low-salt diet, 
but no diuretic other than chlorothiazide. The usual 
adult dosage was 0-5 to 1-5 g. daily by mouth, no en- 
hanced diuretic effect being obtained with a dosage of 
more than 2 g. daily. For maintenance therapy the 
smallest effective daily dose was given, treatment being 
intermittent to avoid the risk of electrolyte disturbances. 
In most of the patients chlorothiazide was found to be 
very effective, administration being simple and practicable 
over periods varying up to 15 months. In 81 of the 121 
patients the results were “‘ excellent ” or “ good ”’. 

The side-effects are described in detail. Sodium de- 
pletion or hypochloraemic alkalosis was observed, espe- 
cially if the initial treatment was intensive, with digitalis 
and paracentesis in addition to salt restriction. In some 
patients who had no sodium diuresis, potassium deple- 
tion developed, and the authors recommend that all 
patients receiving continuous treatment with high doses 
of chlorothiazide should be given supplementary potas- 
sium in the form of the chloride or citrus fruits. Two 
cases are described in which potassium depletion pre- 
cipitated digitalis intoxication, with the development of 
atrio-ventricular dissociation in one case and frequent 
ventricular beats in the other. In a case of cirrhosis of 
the liver potassium depletion caused mental deterioration 
withhepatictremor. Chlorothiazide enhanced the action 
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of ganglion-blocking agents and this occasionally proved 
troublesome. In 3 patients with gout a diuresis was 
associated with a symptomless rise in the serum uric 
acid level; no such rise occurred in 2 patients without 
gout. There was a severe allergic reaction in one case, 
with fever, enlarged lymph nodes, splenomegaly, hypo- 
tension, and exfoliative dermatitis; this patient recovered. 
In an additional patient, who was receiving chlorothiazide 
with other drugs, leucopenia and thrombocytopenia 
developed; at necropsy the immediate cause of death 
was found to be cerebral and myocardial infarction. 
David Phear 


986. Antihistamines in Sea Sickness. [In English] 

O. ARNER, H. DIAMANT, L. GOLDBERG, and G. WRANGE. 
Archives internationales de pharmacodynamie et de 
thérapie [Arch. int. Pharmacodyn.] 117, 404-418, Nov.- 
Dec., 1958. 2 figs., 7 refs. 


This study of the efficacy of antihistamine drugs in 
the control of sea-sickness is reported from Karolinska 
Institutet, Stockholm, the world-wide cruise of a Swedish 
training ship in 1954-5 providing an opportunity to 
carry out a controlled clinical trial, using the double- 
blind technique, of a number of anti-emetic drugs. The 
162 subjects, male cadets, were divided into four groups 
selected at random and regardless of their location on 
board. One (control) group received placebo tablets, 
while the other three were given respectively 200 mg. of 
dimenhydrinate, 25 mg. of meclozine, and 15 mg. of pro- 
methazine with 10 mg. of amphetamine daily. The tab- 
lets were administered prophylactically immediately 
after the ship left port, and the number of signs and 
symptoms of sea-sickness occurring during the first 48 
hours after administration was recorded. 

All the compounds tested significantly reduced the 
incidence of sea-sickness, affording 50 to 70°% protection 
against motion sickness and 80 to 100% protection 
against the more severe symptoms, that is, those causing 
vomiting, inability to work, and confinement to bed. 
In those given meclozine there was a minimum of side- 
effects (slight depression only), whereas dimenhydrinate 
produced some fatigue and drowsiness. The addition 
of amphetamine to promethazine lowered the incidence 
of side-effects often caused by this drug without decreas- 
ing its anti-emetic action. G. B. West 


987. The Effect of Some Curarizing Drugs in Un- 
anaesthetized Man. II. Succinylcholine Iodide and Its 
Bismonoethyl-substituted Derivative in Continuous Intra- 
venous Infusion. [In English] 

H. Pouitsen and W. Houcs. Acta anaesthesiologica 
Scandinavica [Acta anaesth. scand.| 2, 107-115, 1958. 
5 figs., 10 refs. 


The relaxant effect of succinylcholine iodide and its 
bis-monoethyl-substituted derivative in continuous intra- 
venous infusion was studied in normal conscious adults. 
Respiration (tidal air and minute volume), voluntary 
movements (hand and foot), electrically stimulated con- 
tractions (fingers) and muscle action potentials were 
recorded simultaneously. In most cases, tachyphylaxis 
occurred after infusion for 60 minutes or more—in some 
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cases, in less than 60 minutes. The tachyphylaxis demon- 
strated must now be ascribed to a reversed action of the 
muscle relaxants used.—[Authors’ summary.] 


988. Clinical Comparison of Methyprylone and Quinal- 
barbitone as Hypnotics. Sequential Analysis Used 

T. J. THomson. British Medical Journal (Brit. med. J. 
2, 1140-1141, Nov. 8, 1958. 4 figs., 3 refs. 


The hypnotic effect of the non-barbiturate methy- 
prylone (“‘ noludar”’) was compared with that of the 
established barbiturate quinalbarbitone seconal”), 
In a sequence of four trials patients in the medical wards 
of Stobhill General Hospital, Glasgow, were given two 
different sleeping powders on two successive nights and 
were afterwards asked to state the night on which they 
had had the better sleep. A double-blind cross-over 


technique was used, the results being studied by sequential - 


analysis. In the first trial, in which the response to 
200 mg. of methyprylone was compared with that to 
200 mg. of ascorbic acid, no important difference was 
observed between the effects of the two drugs. In the 
second trial the effect of 400 mg. of methyprylone was 
found to be significantly superior to that of 400 mg. of 
ascorbic acid. In the third and fourth trials respectively 
it was found that the response to 400 mg. of methyprylone 
was inferior to that to 200 mg. of quinalbarbitone, but 
indistinguishable from the response to 100 mg. of quinal- 
barbitone. 

[A possible minor source of error was the failure to 
allow for any possible systematic difference favouring 
the first or second night.] Bernard Isaacs 


989. Treatment of Intractable Pain by Subarachnoid 
Injection of Carbolic Acid 

A.S. Brown. Lancet [Lancet]2, 975-978, Nov. 8, 1958. 
3 refs. 


Intractable pain from peripheral disease is usually 
transmitted over a number of nerve roots, and the 
interruption of these by surgical or chemical means to 
relieve the pain may cause considerable disability. 
Although Maher, in 1955, reported that intrathecal injec- 
tion of a solution of carbolic acid abolished pain com- 
pletely in some patients “‘ without adding to their dis- 
abilities’, contamination of intrathecally administered 
drugs by carbolic acid has been shown to cause damage 
to the spinal cord. The author of this paper from the 
Royal Infirmary, Edinburgh, initially gave subarachnoid 
injections of carbolic acid dissolved in ‘* myodil” 
(ethyl iodophenylundecanoate) to 5 patients with un- 
controllable pain in the terminal stages of malignant 
disease without apparently causing any severe local 
reaction. During 1957 a total of 55 patients with intract- 
able pain or involuntary movements were given sub- 
arachnoid injections of carbolic acid dissolved either in 


myodil (1:15) or in glycerin (1:20). An injection of 2 


ml. of the myodil preparation was given to deal with 3 
or 4 roots, the treatment being repeated after 2 days 
when necessary. The patient was carefully positioned to 
obtain the effect at the level of the roots carrying pain, 
this position being maintained for 30 minutes. When 
the injection was successful pain was relieved in 20 


secon 
side-¢ 
il than | 
to ca 
q Its us 
sacra! 
exten 
4 Of 
i nant 
17 ¢ 
1 disor 
herpe 
facto 
of th 
3 proxi 
fibres 
perce 
were 
of th 
: oblit 
cord 
there 
Th 
to ex 
com} 
a pr 
990. 
Dogs 
G. 
Anae 
fig 
It 
barb 
of cc 
gride 
incre 
hold 
stud 
and 
‘ set © 
with 
of tk 
7 the « 
ant ; 
‘3 of th 
a Tesp 
ll follc 
| byt 
men 
dray 
and 
crav 

| 


PHARMACOLOGY AND THERAPEUTICS 


seconds and there was little in the way of undesirable 
side-effects. The glycerin solution was more effective 
than the myodil preparation in relieving pain, but tended 
to cause analgesia and weakness of the affected limb. 
Its use was therefore confined to the relief of pain in the 
sacral region and the management of severe flexor and 
extensor spasms in diseases of the spinal cord. 


Of 38 unselected patients with various forms of malig- . 


nant disease, 30 were successfully relieved of pain. Of 
17 carefully selected patients suffering from various 
disorders such as spinal-cord lesions and ischaemic, post- 
herpetic, and phantom-limb pain, only 5 obtained satis- 
factory relief. The author states that the site of action 
of the drug appears to be the sensory root at or just 
proximal to the ganglion, causing destruction of the small 
fibres, while the large sensory, motor, and sympathetic 
fibres are unaffected, so that a selective block of pain 
perception from somatic disease develops. The patients 
were followed up for periods of 12 to 21 months. None 
of the survivors showed any evidence of adhesive or 
obliterative arachnoiditis, but in 4 in whom the spinal 
cord was exposed at necropsy 2 to 4 weeks after injection 
there was well marked arachnoiditis. 


The author concludes that although the method . 


appears safe, a much longer follow-up period is required 
to exclude the possibility of serious delayed neurological 
complications. For this reason it should be reserved 
at present for the treatment of pain in malignant disease. 
B. M. Ansell 


990. The Simultaneous Administration of Thiopentone 
plus Bemegride or Other Derivatives of Glutaric Acid to 


Dogs. 

G. A. BENTLEY and S. SavipGe. British Journal of 
Anaesthesia (Brit. J. Anaesth.| 30, 506-514, Nov., 1958. 
1 fig., 7 refs. 


It has been shown by Gershon and Shaw (Brit. med. 
J.; 1957, 2, 1509; Abstr. Wild Med., 1958, 23, 406) that 
when bemegride is administered orally its dose-response 
curve is steeper than that of a barbiturate such as pheno- 
barbitone, so that if the two drugs are given as a mixture 
of constant proportion the preponderant action of beme- 
gtide becomes greater as the dose of the mixture is 
increased. It was not known, however, if this would 
hold true in the case of intravenous thiopentone, and in 
studies carried out at the Nicholas Institute for Medical 
and Veterinary Research, Victoria, Australia, the authors 
set out to determine whether (1) bemegride given together 
with thiopentone would affect the anaesthetic potency 
of the latter; (2) the addition of bemegride would shorten 
the effect of a given dose of thiopentone; (3) the concomit- 
ant administration of bemegride would increase the dose 
of thiopentone required to cause permanent cessation of 
Tespiration; (4) the oxygen content of venous blood 
following a given dose of thiopentone would be altered 


by the simultaneous infusion of bemegride. The experi-. 


Ments were carried out on dogs, in which the limb with- 
drawal reflex was used to estimate depth of anaesthesia 
and several criteria, such as the ability to lift the head, to 
crawl, and to walk, were employed as a measure of its 
duration. The blood oxygen content was determined 
photometrically. 
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It was found that the addition of a solution of beme- 
gride to the infusion of thiopentone in ratios of 1:5, 1:4, 
and 1:3 did not alter the dose required to abolish the 
withdrawal reflex. The effect on duration of anaesthesia 
was investigated with ratios of 1:5 and 1:4. In 12 out of 
13 dogs the addition of bemegride shortened the time of 
return to each of the end-points observed, there being no 
apparent difference between the two ratios. The effect 
of bemegride on the dose of thiopentone required to 
produce apnoea was investigated at ratios of 1:4 and 1:3 
and showed that the addition of bemegride resulted in an 
increased dose being required in every case, the 1:3 
ratio having no apparent advantage over that of 1:4. 
The values for venous blood oxygen saturation were 
always higher 2 minutes after the infusion of 40 mg. of 
thiopentone per kg. body weight plus 10 mg. of bemegride 
per kg. than after the same dose of thiopentone alone, 
none of the dogs showing any respiratory embarrassment. 

The authors [justly] claim on the basis of these results 
that the addition of bemegride to thiopentone increases 
its therapeutic ratioindogs. Theapplicability to humans 
is less sure. The authors refer to a personally communi- 
cated report of a study in which over 100 patients were 
given 500 mg. of thiopentone combined with 50 mg. of 
bemegride which, it was claimed, reduced respiratory de- 
pression and speeded recovery from anaesthesia [but no 
details are given]. Ronald Woolmer 


991. Laboratory Observations with Fluothane 

C. R. STEPHEN, G. MARGOLIS, L. W. FABIAN, and 
M. BourGEo!s-CAVARDIN. Anesthesiology [Anesthesi- 
ology) 19, 770-781, Nov.—Dec., 1958. 7 figs., 9 refs. 


“Fluothane” (halothane) an ethane derivative, is a 
non-inflammable liquid, boils at 50-2° C., has a vapour 
pressure of 243 mm. Hg at 20°C. and an oil—water 
solubility ratio of 330. It is stable and is not meta- 
bolized in the body. The pharmacology of halothane, | 
with special reference to its use in anaesthesia, was 
studied at Duke University Medical Center, Durham, 
North Carolina, 120 experiments being carried out on 
dogs and monkeys. The animals were given an ultra- 
short-acting barbiturate followed by 1:5 to 2:5% 
halothane for induction and a maintenance flow of 0-5 
to 15%. During the experiments recordings were 
obtained of the respiration rate, the electroencephalo- 
gram, and the electrocardiogram. 

Halothane did not decompose with soda lime even 
after 14 days’ contact and periodical heating to 50° C. 
Its action was rapid and powerful, but quickly reversible; 
it caused moderate bradycardia and hypotension. 
Arrhythmias were uncommon, except in deep anaes- 
thesia, but overdosage caused complete heart-biock. 
Respiratory failure always preceded cardiac failure. 
Halothane did not cause salivary secretion or laryngo- 
spasm. Like cyclopropane, it sensitizes the heart to 


vasopressor drugs such as adrenaline. It has a mild ~ 


hepatotoxic action, greater than that of ether, but the 
liver damage is much less than that caused by chloro- 
form. Further work is in progress on the effects of 
relaxants combined with halothane. 

W. Stanley Sykes 
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992. Acute Upper Respiratory Disease: Clinical and 
Bacteriological Response to Short-term Treatment with 
Penicillin V 

J. E. WHeever, R. F. PLorkin, D. Fromme, and N. 
SmitH. Journal of Pediatrics [J. Pediat.) 53, 571-578, 
Nov., 1958. 1 fig., 11 refs. 


Phenoxymethylpenicillin (penicillin V) was given by 
mouth to 81 children seen in general practice who were 
suffering from various types of acute infection of the 
upper respiratory tract (mainly tonsillitis, pharyngitis, 
otitis media, and cervical adenitis). The dosage was 
125 mg. 8-hourly for 5 days for patients weighing less 
than 30 lb. (13-5 kg.) and 250 mg. 8-hourly for 4 days 
for those over that weight. Swabs from the nose or 
throat were taken for culture before and 24 hours after 
starting treatment. The response was assessed both 
clinically and bacteriologically. On the basis of the two 
sets of criteria adopted [neither of which was very search- 
ing] the results were very satisfactory. Only 6 patients 
failed to respond clinically and 5 of these proved to have 
exanthematous diseases. No severe reactions were 
observed. It is concluded that in such conditions 
phenoxymethylpenicillin is the antibiotic of choice. 

[This study has two rather unsatisfactory aspects. It 
was carried out without controls of any kind on the basis 
of a rather superficial clinical and bacteriological assess- 
ment, and the authors imply by their conclusion that all 
cases of the type treated require antibiotics, whereas in 
fact the vast majority of acute upper respiratory infec- 
tions in children seen in general practice will clear up 
spontaneously without specific treatment.] 

John Fry 


993. Untoward Penicillin Reactions. [Review Article] 
T. Gutue, O. Ipséez, and R. R. Wittcox. Bulletin of 
the World Health Organization [Bull. Wild Hith Org.] 19, 
427-501, 1958. Bibliography. 


994. Demethylchlortetracycline. A New Tetracycline 
Antibiotic that Yields Greater and More Sustained Anti- 
bacterial Activity 

C. M. KunIN and M. FINLAND. New England Journal of 
Medicine [New Engl. J. Med.| 259, 999-1005, Nov. 20, 
1958. 2 figs., 5 refs. 


The antibacterial levels in the serum and the renal 
clearance of a new antibiotic of the tetracycline group, 
demethylchlortetracycline (7-chloro-6-demethylchlor- 
tetracycline; DDMCT) after single and repeated oral 
' dosage have been compared with those of tetracycline 
in a study carried out at Boston City Hospital (Harvard 
Medical School), Boston. This showed that DMCT 
hydrochloride and tetracycline hydrochloride inhibited 
the growth in brain-heart infusion broth of Bacillus 
cereus No. 5 at serum levels of 0-008 and 0-025 yg. per 


.ml. respectively, of Streptococcus 98 at 0-045 and 0-10 


peg. per ml. respectively, and of Staphylococcus 209P at 
0-066 and 0-10 xg. per ml. respectively. 

In studies in vivo 8 healthy adults were each given a 
single oral dose of 0-5 g. of tetracycline hydrochloride 
and 0-5 g. of citric acid and several weeks later a single 
dose of 0-5 g. of DMCT hydrochloride mixed with lac- 
tose. The antibacterial levels in the serum were mea- 
sured for 7 days after each dose and the “ half-life ” of 
the antibiotics in the serum calculated; this was for 
tetracycline 7-0 to 8-2 hours and for DMCT 10-1 to 118 
hours. Inasecond experiment 5 adults were given 0-5 g. 
of DMCT on the first day followed by 0-25 g. every 12 
hours for a week, 5 other comparable subjects being 
given similar doses of tetracycline; the antibacterial 
levels of both drugs in the serum and urine were measured 
at regular intervals. Two weeks after the last dose the 
study was reversed, each group now receiving the alter- 
nate antibiotic. It was found that DMCT produced 
higher and better sustained serum antibacterial levels 
than tetracycline throughout the experiment, suggesting 
that smaller and less frequent doses of DMCT would 
be required to achieve the same antibacterial effect 
in vivo as that given by tetracycline. The longer half- 
life of DMCT is probably associated with the lower renal 
clearance rate of DMCT, which was shown to be only 
about 43% of that of tetracycline. 

The authors agree that further study of the relative 
activity against more species and strains of susceptible 
micro-organisms and of the relative toxicity of the two 
antibiotics when given under clinical conditions will be 
required. J. E. Page 


995. In vitro Activity. of Ristocetin and Framycetin. 
Two New Antibiotics 

R. W. FAIRBROTHER and B. L. WiILLIAMs. Lancet 
[Lancet] 2, 1353-1355, Dec. 27, 1958. 7 refs. 


The activities of two recently introduced antibiotics, 
ristocetin and framycetin, were assessed in vitro at the 
University of Manchester by adding 0-02 ml. of infected 
broth to 0-5-ml. amounts of broth containing doubling 
dilutions of the antibiotics, the results being read after 
18 hours’ incubation at 37° C. 

Ristocetin was shown to be particularly effective 
against Gram-positive cocci, but had little effect against 
Gram-negative organisms. The most sensitive organism 
was the pneumococcus, which was inhibited by a concen- 
tration of 2 jg. per ml., while the growth of both Strepto- 
coccus pyogenes and Str. faecalis was inhibited by a concen- 
tration of less than 8 wg. per ml. Staphylococcus aureus 
was relatively resistant, the majority of strains of this 
organism requiring 16 to 32 yg. per ml. of ristocetin for 
inhibition of growth. Gram-negative bacilli were resist- 
ant to at least 256 yg. per ml. Twofold acquired 
resistance developed after twelve passages of strains of 
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Staph. aureus and Str. faecalis when broth containing the 
highest concentration of ristocetin permitting growth was 
used as inoculum for serial passage. It thus appears that 
the antibacterial activity of ristocetin is similar to that 
of penicillin, erythromycin, bacitracin, and vancomycin. 
However, since it has to be given intravenously and 
neutropenia and thrombocytopenia have been reported 


to follow its administration its clinical application is . 


likely to be limited. It may prove useful, however, in 
infections due to antibiotic-resistant Staph. aureus and 
in enterococcal endocarditis. 

Framycetin was effective against a wide range of Gram- 
positive and Gram-negative organisms, although con- 
siderable variation in sensitivity was shown by different 
strains of the same organism. Again the pneumococcus 
was the most sensitive, all strains of this pathogen being 
inhibited by 4 wg. per ml. Strains of Staph. aureus 
showed wide differences in sensitivity, requiring concen- 
trations ranging between 4 and 64 yg. per ml. for inhibi- 
tion of growth. Str. pyogenes, Str. faecalis, and Pseudo- 
monas aeruginosa showed similar wide ranges. One 
disadvantage of framycetin is that parenteral administra- 
tion is contraindicated because of its toxic effect on the 
kidneys and on the eighth cranial nerve, but it may be 
used topically as 1-5%% framycetin sulphate ointment for 
the treatment of superficial infections and may also be 
given by mouth for gastro-enteritis. Resistance in vitro 
develops rapidly, a threefold acquired resistance being 
noted in Staph. aureus at the third passage and an eight- 
fold resistance at the twelfth passage, while Ps. aeruginosa 
showed even more rapid development of resistance. 

D. Geraint James 


996. ‘* Dual Antagonists ’’; Alkyl N-(bis-(ethylenimido)- 
phosphoro)-carbamates; a New Series of Anti-tumour 
Agents 

T. J. BARDos, Z. B. PAPANASTASSIOU, A. SEGALOFF, and 
J. L. Amprus. Nature [Nature (Lond.)| 183, 399-400, 
Feb. 7, 1959. 5 refs. 


997. Chemotherapy of Cancer: Regional Perfusion 
Utilizing an Extracorporeal Circuit 

O. CreecH, E. T. KREMENTZ, R. F. RYAN, and J. N. 
WINBLAD. Annals of Surgery (Ann. Surg.) 148, 616-632, 
Oct., 1958. 14 figs., 11 refs. 


The limiting factor in the use of alkylating agents in 
the chemotherapy of cancer is their toxic effect on nor- 
mal tissues, particularly the haematopoietic system and 
the gastro-intestinal tract, the consequent limitation of 
dosage reducing their effectiveness against malignant 
tumours. An increase in effectiveness may be obtained 
by the administration of the drug directly into an artery 
supplying the tumour, but systemic toxicity still precludes 
the use of adequately large doses. 

As a result of experience at the Charity Hospital and 
Touro Infirmary (Tulane University School of Medicine), 
New Orleans, with a heart-lung apparatus for intra- 
cardiac operations it occurred to the authors that an 
extracorporeal circuit of this sort might provide the 
means of isolating and maintaining a tumour-bearing 
area during its perfusion with an alkylating agent in high 
dosage. The incorporation of a bubble oxygenator into 
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the circuit might also increase its effectiveness, since 
such drugs are radiomimetic and ionizing radiation is 
potentiated by a high oxygen tension. 

Experiments were therefore designed to investigate: 
(1) the extent to which certain vascular beds could be 
isolated; (2) the effects of the perfusion of such areas 
with oxygenated blood, alone and with added chemo- 
therapeutic agents; (3) the maximum safe dosage; and 
(4) the duration of action of nitrogen mustard (HN2) 
and phenylalanine mustard (PAM). It was found that 
in dogs the limbs, mid-gut, and liver can be isolated and 
perfused at moderate flow rates for about 30 minutes, 
oedema occurring with more rapid or more prolonged 
perfusion. Whereas a dose of 0-5 to 0-6 mg. of HN> 
per kg. body weight caused arterial thrombosis when 
injected directly, with the perfusion technique 0-8 to 1 
mg. per kg. was well tolerated, while PAM could be given 
by perfusion in a dose of 2 mg. per kg., the maximum 
recommended for oral administration, without ill effects, 
thus achieving a concentration in the limb far higher than 
that obtainable by other means. By bioassay studies it 
was found that HNp retains its activity for about 8 
minutes after mixture with whole blood, while PAM 
remains active for about 2 hours. 

These methods have now been used for the treatment 
of 24 patients with a variety of tumours. Six patients 
with metastatic melanoma involving the lower limb were 
perfused with PAM, 7 patients with sarcomata of the 
lower limb were perfused with HN2 and 2 others with 
PAM, while HN>2 was used in the treatment of 9 patients 
with carcinomata of sites including the colon, thumb, 
uterus, lung, breast, rectum, and scapula. Daily ery- 
throcyte and platelet counts were performed, and biopsy 
of the neoplasm performed 24 hours after perfusion 
and at varying intervals afterwards. The techniques 
of perfusion and the problems inherent in this type of 
treatment are discussed in relation to the various sites of 
the tumours. 

The majority of the patients were classed as incurable, 
and none has been followed up for more than one year. 
However, in 18 of the 19 cases there was significant 
microscopic evidence of tumour necrosis—the change in 
some cases being gross—even in tumours previously 
considered to be resistant to the mustard compounds. 
There was one operative death due to bone-marrow 
depression, which developed on the 15th day after per- 
fusion via the vena cava and aorta. The immediate 
response of a melanonia and of a rhabdomyosarcoma 
was particularly striking. However, perhaps the most 
significant outcome of this study was the demonstration 
that certain anatomical areas.can be isolated from the 
systemic circulation with relative ease and perfused for 
periods up to 30 minutes without the occurrence of 
mixing between the systemic and perfused circuits, while 
the ability to remove contaminated blood from the part 
after perfusion must provide further protection against 
toxic effects when long-acting agents are employed. The 
results suggest that the administration of chemothera- 
peutic agents by perfusion may prove useful as adjunctive 
therapy for the control of localized malignant tumours 
and also in the palliation of certain far-advanced 
lesions. I. G. Williams 


. | 

10 

at 

na 

ride 

igle 

lac- 

of 

for 

(1:8 

5g. 

12 

rial 
ired 

the 

iced 

vels 

ting 

ffect 

ralf- 

enal 

only 

itive 

tible 

two 

be 
ge 
etin. 

the 
cted 

ling 

after 

ctive 

ainst 

nism 

icen- 

epto- 

1cen- 

ureus 

this 

n for 

esist- 

uired 
ns of 


Infectious Diseases 


998. Enteroviruses and Diarrhoea in Young Persons 
R. G. SomMerviL_e. Lancet [Lancet] 2, 1347-1349, 
Dec. 27, 1958. 1 fig., 7 refs. 


The author reports the results after the first year of a 
study of the distribution of enteroviruses among children 
with diarrhoea in the West of Scotland. During the 
year beginning April, 1957, a single stool specimen was 
collected from each of 338 children aged 5 years or less 
admitted to Ruchill Hospital, Glasgow, with diarrhoea, 
and from a control group of 115 comparable children 
with respiratory infections. Each specimen was inocu- 
lated into monkey kidney-cell cultures, and neutraliza- 
tion tests were performed with monkey antiserum to the 
polioviruses and rabbit antiserum to E.C.H.O. virus 
Types 1 to 14 and Coxsackie virus Types BI to BS and 
Type A9. Serological studies were not undertaken, and. 
routine bacteriological studies were performed only on 
the group with diarrhoea. 

In all, 75 viruses were isolated from the latter group 
and 17 from the control group, the isolation rates being 
22% and 14% respectively. The isolation rates for 
poliovirus and Coxsackie viruses were similar in the 
two groups, whereas the isolation rate for E.C.H.O. 
viruses in the diarrhoeal group was greater than that in 
the controls, although not significantly so. The most 
frequent viruses were E.C.H.O. Type 7, Coxsackie 
Type A9, and poliovirus Type 1, and the pathogenic 
bacteria most commonly found were Shigella sonnei, 
Sh. flexneri, and Escherichia coli. 

Whereas, as stated above, a virus was isolated from 
the stool in 22% of the cases of diarrhoea, a specific 
intestinal pathogenic bacterium was isolated in 123 
(365%). Both a virus and a bacterium were isolated 
from the same specimen in 6°8°% of cases, the commonest 
combination being Sh. sonnei with Coxsackie virus Type 
A9 or E.C.H.O. virus Type 7. As the author points out, 
formally significant proof of a causal association between 
enterovirus and diarrhoea is lacking in the absence of 
serological studies, but these are now being included in 
further investigations which are now in progress. 

D. Geraint James 


999. Age and Asian Influenza, 1957 

J. WoopALL, K. E. K. Rowson, and J. C. MCDONALD. 
British Medical Journal [Brit. med. J.] 2, 1316-1318, 
Nov. 29, 1958. 2 figs., 1 ref. 


During the autumn [1957] epidemic 31°% of the patients 
in a practice on the south-eastern outskirts of London 
had clinical influenza. About half the schoolchildren 
were ill, a third of pre-school children, a quarter of 
adults under 50, and an eighth of adults over 60. It 
seems probable from National Insurance statistics that 
the prevalence of influenza in this part of Kent [St. 
Paul’s Cray] was similar to that for the country as a 
whole; there may therefore have been about 12m. cases 
of influenza in England and Wales during the autumn 


epidemic. Three-quarters of patients in the epidemic 
were children aged 5 to 14 years or members of families 
with a child of this age. In such families the proportion 
attacked was about 33% at all ages. The falling attack 
rate with age in the practice as a whole was entirely due 
to the experience of families without children of school 


Secondary attack rates were calculated for a group of 
104 families in which a case of influenza occurred. Sero- 
logical confirmation of influenza virus A infection was 
obtained in at least one patient in 59 of the families, 
Secondary attack rates for all age groups up to the age 
of 40 years showed little variation, but above that age the 
rates fell away. The sequence of becoming ill in these 
family outbreaks suggested that the lower rates in older 
people were possibly due to less exposure to infection. 
Attack rates in husbands and wives supported this view. 

The clinical features of illnesses in family outbreaks 
where at least one case was confirmed serologically varied 
with age: drowsiness, vomiting, diarrhoea, and nose 
bleeds were more prominent in the young; delirium in 
children of school age; and headache, aches and pains, 
and faintness and giddiness in adult life.—[Authors’ 
summary.] 


‘1000. Thermal Death-time of Spores in Dry Heat in 


Relation to Sterilisation of Instruments and Syringes 
E. M. Darmapy, K. E. A. HuGues, and J. D. Jones. 
Lancet [Lancet] 2, 766-769, Oct. 11,1958. 3 figs., 10 refs. 


Because of the importance of dry heat as a method of 
sterilization experiments were carried out at the labora- 
tories of the Portsmouth and Isle of Wight Area Patho- 
logical Service to determine the time taken to kill spores 
of 2 strains of Clostridium tetani, of Bacillus stearo- 
thermophilus, and those present in dry soil and known 
to be resistant to dry heat. Temperatures ranging from 
150° to 190° C. were employed, the dried spores being 
exposed in cavities in a thermostatically controlled 
aluminium block. The results, which are tabulated and 
also depicted graphically, showed that the spores of Cl. 
tetani were the most resistant to dry heat, so that if the 
time and temperature employed are sufficient'to sterilize 
spores of this organism, they may be taken as adequate 
for all other organisms. The authors accordingly recom- 
mend holding times of 45 minutes at 160° C., 18 minutes 
at 170° C., 74 minutes at 180°C., and 14 minutes at 
190° C. R. Hare 


1001. Sterilisation by Conducted Heat 

E. M. Darmapy, K. E. A. HuGues, J. D. Jones, and W. 
Tuxe. Lancet [Lancet] 2, 769-770, Oct. 11, 1958. 
1 fig., 2 refs. 


Since neither the infra-red sterilizer nor the hot-air 
oven is a practical sterilizing method for the small user 
the authors have investigated the efficacy and reliability 
of sterilization by conducted heat. Employing a thermo- 
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statically controlled hot-plate made of aluminium they 
carried out experiments designed to determine its suita- 
bility for the sterilization of metal instruments on a tray 
placed on the surface of the block or syringes in alu- 
minium tubes which had been inserted in holes bored in 
the long axis of the block. Thermocouple readings 
showed that with the plate at a temperature of 190° C. 
the syringes in the holes reached 100° C. in 10 minutes 
and 190° C. in 16 minutes; on the other hand instruments 
in a metal tray on the top of the block took 23 minutes 
to reach 180° C. and never attained 190° C. 

In view of the time required to kill the spores of Clostri- 
dium tetani [see Abstract 1000] the authors recommend 
that with the plate at 190°C. 18 minutes should be 
allowed for the sterilization of syringes in the holes and 
30 minutes for instruments in the tray on the top. If the 
heating of the block is being started from cold 30 and 


45 minutes respectively will be required. R. Hare 
1002. Treatment of Leptospirosis with cline 
R. W. R. Russett. Lancet [Lancet] 2, 1143-1145, 


Nov. 29, 1958. 21 refs. 


There have been numerous reports on the value of 
antibiotics in the treatment of leptospirosis. Penicillin 
effectively inhibits the growth of leptospirae in vitro, but 
its effect on leptospirosis in human beings is uncertain, 
although the over-all mortality from the disease appears 
to have fallen since the introduction of this antibiotic. A 
controlled trial is reported of the clinical efficacy of oxy- 
tetracycline in 27 cases of leptospirosis in a military hos- 
pital at Taiping, Malaya. The total duration of the 
fever was reduced from 8-9 to 5:2 days in the case of 
patients treated before the fourth day, and the duration 
of symptoms after treatment from 6-9 to 4 days. The 
incidence of renal complications and hepatic damage, 
however, was similar in both treated patients and con- 
trols. The author states that search must continue for 
an antibiotic capable of preventing renal and hepatic 
damage, but for the present administration of oxytetra- 
cycline, or penicillin in a high dosage (5 to 10 mega units 
in 24 hours), remains the treatment of choice. 

Edward Hindle 


1003. The Treatment of Leptospiroses, Especially Lepto- 
spirosis Icterohaemorrhagica with Some Antibiotics. 
{In English] 
P. H. vAN THIEL. Acta Leidensia Scholae medicinae 
tropicae [Acta leidensia] 28, 112-129, 1958. 11 figs., 
bibliography. 


Evaluation of the results of treatment of leptospirosis 
presents considerable difficulty because the infection is 
relatively uncommon and even in the most malignant 
form, Weil’s disease, there is recovery in about two-thirds 
of the cases. Thus improvement is not necessarily the 
tesult of treatment, and in many untreated cases fever 
disappears spontaneously on the sixth or seventh day. 
The author summarizes the literature, including the results 
of reported trials in animals, in vitro, and in man of five 
antibiotics—penicillin, streptomycin, chlortetracycline, 
Oxytetracycline, and chloramphenicol. Generally speak- 
ing, penicillin had no convincing therapeutic effect and 
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chloramphenicol had no effect. While one worker 
reported good results from early administration of chlor- 
tetracycline or oxytetracycline, another who tried the 5 
above-mentioned antibiotics in 67 cases observed no 
striking difference in the course of the disease as com- 
pared with that in untreated controls. 

The author records his own experience with these five 
antibiotics and tetracycline in experimental infections — 
due to Leptospira icterohaemorrhagiae. Guinea-pigs 
were inoculated with blood containing virulent lepto- 
spirae and treatment was started when there was maxi- 
mum leptospiraemia or jaundice had developed. By far 
the best results were obtained with streptomycin; even 
when treatment was not begun until the third day after 
the peak of the fever 4 out of 6 animals recovered. On 
the basis of this experience it is suggested that adminis- 
tration of streptomycin in the treatment of leptospirosis 
in human beings is worth further investigation; it is 
imperative, however, that treatment should be started 
as soon as the temperature starts to rise. Chloram- 
phenicol had no therapeutic effect, and while the other 
antibiotics were badly tolerated by the guinea-pigs, the 
therapeutic effect was evident. Leptospiruria persisted 
in a number of animals after treatment with penicillin, 
tetracycline, or oxytetracycline. There were no obvious 
differences between the results obtained with these three 
antibiotics. Tests in vitro of the leptospirostatic, im- 
mobilizing, and lytic effects of the 6 antibiotics showed 
that penicillin was the most and chlortetracycline the 
least powerful. The author states that these results 
did not correlate with the results of tests in vivo, a 
finding which could not be explained. The frequent 
excellent response of test animals to streptomycin was 
not confirmed in vitro, but he considers that “* the experi- 
ences gained in animal experiments are more significant 
than the in vitro tests ”’. Edward Hindle 


1004. The Mode of Infection of Man with Pathogenic 
Leptospirae. [In English] 

P. H. VAN THrEL and E. ENGELBRECHT. Acta Leidensia 
Scholae medicinae tropicae [Acta leidensia| 28, 130-135, 
1958. 15 refs. 


It is generally assumed that pathogenic leptospirae may 
penetrate the body through the damaged or undamaged 
skin, the mucous membranes, and the mouth. The 
authors studied these various methods of infection in 
human volunteers, using the Andaman strain of Lepto- 
spira grippotyphosa and the avirulent Wijnberg strain of 
L. icterohaemorrhagiae, both of which had [ost their 
virulence to man through repeated subculturing. 

Contrary to expectation, no infection was induced 
by intragastric, oral, or intranasal administration, 
although very large doses (up to 2,000,000 organisms) 
were given. When the skin was lightly scarified in- 
fection resulted, as detected by serological examination. 
Even by this method infection was not easily achieved. 
It failed in 11 subjects when 10 to 100 leptospirae were 
applied and in one when 20 leptospirae were applied 
to each of 10 scarifications; it succeeded in 2 out of 
4 cases in which 500 leptospirae were applied and 
failed in a further case when 4,000 were applied. To 
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determine whether virulent leptospirae are more in- 
fective than avirulent strains owing to their more power- 
ful boring capacity, 3 guinea-pigs were exposed to nasal 
infection with the avirulent Wijnberg strain and a further 
3 to similar exposure with a virulent strain of L. ictero- 
haemorrhagiae. All the animals in the latter group died 
from Weil’s disease, while the 3 in the former group did 
not become infected. 

It is known that-pathogenic leptospirae can survive in 
surface water and retain their virulence for at least 22 
days. The difficulty of infecting man with avirulent 
strains shows that the relatively infrequent occurrence of 
Weil’s disease among subjects who swim in infected pools 
cannot be explained on the basis of immunization by a 
few avirulent L. icterohaemorrhagiae; some other 
explanation must be sought. Edward Hindle 


1005. Therapeutic Results Obtained with Gamma Glo- 
bulins from Human Plasma. An Inquiry Covering 6,602 
Cases. I. Principal Indications in Infectious Diseases. 
Il. Secondary and Miscellaneous Indications. (Résultats 
thérapeutiques obtenus avec les gamma-globulines 
humaines d’origine plasmatique. Enquéte portant sur 
6,602 cas. I. Indications principales dans les maladies 
infectieuses. II. Indications secondaires, indications 
diverses) 

J. P. Soutien, M. BapiLtet, and F. Herzoc. Presse 
médicale [Presse méd.] 66, 1881-1884, Nov. 29, and 1908- 
1909, Dec. 3, 1958. 1 ref. 


The authors have previously reported the use of gamma 
globulin in the prophylaxis of measles (Presse méd., 1956, 
64, 667; Abstr. Wild Med., 1956, 20, 340). In this further 
study carried out at the Hdépital des Enfants-Malades, 
Paris, the use of this prophylactic was extended to other 
infectious diseases. The present two papers are devoted 

‘ principally to an analysis of the replies to a questionary 
which accompanied each ampoule of gamma globulin 
sent out by the National Blood Transfusion Centre. In 
all, 6,602 cases are reviewed, and when possible the results 
are given separately for closed and open communities. 

Measles. Of the 3,783 cases in which gamma globulin 
was used prophylactically, protection was complete in 
85-3%, partial in 13%, and absent in 1-7%, owing chiefly 
to inadequate dosage. In only 81 cases was the product 
used curatively, with satisfactory results in all. The 
efficacy of gamma globulin in modifying the illness in 16 
infants below the age of 6 months and 128 infants between 
the ages of 6 and 12 months is stressed. Neonatal infec- 
tions are discussed separately. 

Whooping cough. Gamma globulin afforded complete 
protection in 360 (82:4%) of 437 cases in which it was 
given prophylactically; among 226 cases its curative 
effects were excellent in 144 (63-7°%), satisfactory in 44 
(19-1%) and absent in 38 °(17:2%%). The authors them- 
selves treated 153 cases and observed no complications 
arising from the use of gamma globulin. 

Rubella. Here emphasis was laid on preventive injec- 
tions in pregnant women exposed to contact (315 cases). 
Among these there were only 3 failures (in 2 of which the 
illness occurred after 28 and 40 days respectively, when 
the protective effect had presumably worn off). Among 
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229 infants of these mothers followed up for 2 years, only 
one case of congenital malformation was seen, the 
association of which with maternal rubella was open to 
doubt, since the mother suffered from the illness during 
the 6th month of her pregnancy. 

Mumps. Out of 104 contacts of patients with mumps, 
92 (89-9°%) were protected by gamma globulin and there 
was only one serious case among the rest. Gamma 
globulin was used curatively in 36 cases; 10 patients who 
had symptoms of encephalitis responded well, as did 12 
others with orchitis and oophoritis. 

Vaccinia. Gamma globulin was given in 38 cases in 
anticipation of possible complications of vaccination 
against smallpox; vaccination reactions were minimal 
and vaccination was successful in all but one case. Ina 
further 34 cases it was given after the patient had 
developed undesirable reactions to vaccination, with 
meningeal or encephalitic symptoms; rapid resolution 
occurred. In one case of frank encephalitis the treat- 
ment resulted in complete cure. 

Smallpox. Of 68 contacts with smallpox in whom 
vaccination was deemed inadvisable and who were given 
gamma globulin, 8 developed a mild form of the disease. 

Chickenpox. In this disease gamma globulin proved 
on the whole unsatisfactory both as regards prevention 
(137 cases) and treatment (8 cases), although in 4 very 
severe infections rapid resolution seemed to follow its 
administration. 

Poliomyelitis. Here too the authors considered the 
results to be inconclusive, although it was noteworthy 
that none of 554 contacts who were given gamma glo- 
bulin developed the illness. In 48 cases treated with 
gamma globulin the results were difficult to gauge. 

Scarlet fever. Only 33 persons in contact with this 
disease were reported to have received gamma globulin; 
the disease failed to develop in 31, and the remaining 2 
suffered only a mild attack. As only 3 patients were 
given curative treatment no conclusions can be drawn. 

The dose of gamma globulin ranged from 0-2 ml. per 
kg. body weight for measles to 0-5 or 1 ml. per kg. for 
certain types of encephalitis. 

At a children’s isolation hospital gamma globulin was 
used with the aim of protecting this closed community 
from outbreaks of further infectious disease brought in by 
newcomers. The administration of 2 doses of 2 to 5 ml. 
of gamma globulin at 3 weeks’ interval to 186 of the 
latter resulted in a sharply decreased incidence of infec- 
tious disease in the esfablishment. Lastly the authors 
present their observations in some miscellaneous con- 
ditions. Thus in several known and some undiagnosed 
viral infections the results were variable. Of 37 patients 
with duodenal ulcer given large doses of gamma globulin, 
16 reported distinct improvement. Gamma globulin is 
of course indicated in patients with agammaglobulinae- 
mia and hypogammaglobulinaemia (of which 77 cases 
were known, but the results were not available). Infants 
and children with recurrent infections seemed to derive 
appreciable benefit from gamma globulin given during 
an acute illness. In the systematic protection of prema- 


ture infants weighing between 825 and 1,500 g. treatment 
with gamma globulin produced excellent results in 32 
Max Mayer 


out of 44 cases. 


|| 
1006. 
with 
a KPOB 
V.A 
10, O 
Th 
child 
F child 
and 
deter 
the 
The 
the 
plex 
milia 
4 Th 
acute 
“4 in th 
lin fi 
% more 
renal 
and 
pron 
youn 
by 
effus 
whot 
were 
te A ste 
nosti 
carTi 
Vitan 
Plast 
the 
meas 
| fract 
there 
nost: 
= 1007 
1, 
Prep 
L.B 
Hyg 
8 fig: 
Pr 
the 
Teact 
due t 
bacil 
the 
z 
4 | 


Tuberculosis 


1006. Protein Fractions in the Blood Serum of Children 
with Tuberculosis. (Benkosrie @pakuHH CbIBOpOTKH 
KpoBH TyOepKynesé y 

y. A. Se8ina. J7eduampua [Pediatrija] 36, 26-32, No. 
10, Oct., 1958. 27 refs. 


That the distribution of plasma protein fractions in 
children with tuberculosis varies with the age of the 
child and the stage and character of the tuberculous 
process was shown in a study of 140 children (68 boys 
and 72 girls). The total serum protein content was 
determined, and differential estimations of albumin and 
the various globulin fractions made by electrophoresis. 
The patients’ ages varied from 2 months to 14 years, and 
the type of infection from the primary tuberculous com- 
plex to chronic disseminated tuberculosis of the lungs and 
miliary tuberculosis. 

The electrophoretic curve of the protein fractions in the 
acute stage of the disease was characterized by a decrease 
in the albumin fraction and an increase in all three globu- 
lin fractions, the total protein value remaining within 
more or less normal limits; the increase in globulin was 
mainly in the a-globulin fraction in children under 3 
years of age and in the y-globulin fraction in older 
children. (This finding is thus the opposite of that in 
renal tuberculosis, in which the albumin level is raised 
and the globulin fractions all diminished.) The most 
pronounced shift in the protein fractions was noted in 
young children with primary tuberculosis complicated 
by extrapulmonary manifestations, such as pleurisy with 
effusion, meningitis, adenitis, and gross toxaemia, in 
whom the y-globulin values were often low, as they 
were also in children of all age groups with meningitis. 
A steadily falling serum y-globulin level is of bad prog- 
nostic import, as might be expected since this fraction 
carries the immune bacterial antibodies. For this 
reason the administration of a high-protein diet and 
vitamin Bi. and sometimes transfusion of blood or 
plasma play an important part in treatment, apart from 
the usual specific antituberculous drugs and surgical 
measures when required. During recovery the protein 
fractions gradually revert to the normal pattern, and 
therefore their periodic estimation may prove of prog- 
nostic value. L. Firman-Edwards 


1007. Epidemiologic Studies of Tuberculin Sensitivity. 
1, Preliminary Results with Purified Protein Derivatives 
Prepared from Atypical Acid-fast Organisms 

L. B. Epwarps and C. E. PALMER. American Journal of 
Hygiene [Amer. J. Hyg.] 68, 213-231, Sept., 1958. 
8 figs., bibliography. ‘ 


Previous studies of the epidemiology of tuberculosis in 
the United States have indicated that some positive 
Teactions obtained during skin testing with tuberculin are 
due to infection with organisms other than typical tubercle 
bacilli. In the investigation reported in this paper from 
the Public Health Service, Washington, D.C., antigens 


were prepared from two types of atypical acid-fast 
bacilli—one antigen (PPD-Y) from a photochromogen 
from a patient with a disease similar to tuberculosis (the 
** yellow ” bacillus) and the other (PPD-B) from a repre- 
sentative non-photochromogenic - acid-fast bacillus 
isolated from about 1% of patients admitted to the Battey 
State Hospital, Rome, Georgia, (the “ Battey”’ organ- 
ism). International standard mammalian tuberculin 
(PPD-S) was also employed. 

A total of 173 patients at the Battey State Hospital were 
tested simultaneously with PPD-S and PPD-B; from 
145 of these a typical human tubercle bacillus only and 
from the remaining 28 the Battey organism only had been 
isolated. A further 134 patients at the Suburban Cook 
County Hospital, Hinsdale, Illinois, weré tested with 
PPD-S and PPD-Y; from 103 of these typical tubercle 
bacilli only had been isolated and from 31 an organism 
identical with, or closely related to, the yellow bacillus 
had been cultured. As a representative sample of the 
normal population 12,037 naval recruits at two centres, 
aged 17 to 21 years, most of whom came from the eastern 
half of the country, were given PPD-S; 2,546 of these 
were also tested with PPD-Y and 9,491 with PPD-B. 
An intradermal injection of 0-1 ml. was given into the 
skin of the flexor surface of the forearm and the diameter 
of induration observed 48 to 72 hours afterwards. 

The Battey organism and the tubercle bacillus appeared 
to be antigenically distinct, and patients infected with one 
or other organism showed a significantly greater degree 
of induration after testing with the homologous antigen. 
The yellow bacillus and the tubercle bacillus appeared to 
be antigenically similar, and each antigen gave results of 
a similar order in each group of patients. Of the naval 
recruits, 7-3°% had reactions of 6 mm. or more to PPD-S 
and 12° of those tested had reactions of this order to 
PPD-Y, while 38-7°%% reacted to PPD-B. There was an 
increase in the geographical distribution of sensitivity to 
PPD-B from north to south of the country, significant 
reactions being obtained in 29-1°% from the north- 
eastern, 39°%% from the mid-eastern, and 67-99% from 
the south-eastern areas of the country. There was a 
similar gradation from north to south among the re- 
actors to PPD-S, which was accounted for by an increase 
in the number giving small (6- to 11-mm.) reactions. 

It would appear that latent infection with atypical 
organisms may be more common than is generally sup- 
posed; this is being increasingly recognized as tubercu- 
losis declines and epidemiological methods improve. 

John M. Talbot 


1008. Long-term Prognosis in Pulmonary Tuberculosis 
Detected by Mass Radiography. [Monograph, in 
English] 
I. KALLovist. Acta tuberculosea Scandinavica [Acta 
tuberc. scand.| Suppl. 44, 1-177, 1958. 31 figs., biblio-— 
graphy. 
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1009. The Incidence of Bronchial Sequelae in Primary 
Tuberculosis Treated with Hormones. (Incidence du 
traitement hormonal sur les séquelles bronchiques des 
tuberculoses initiales ganglio-pulmonaires) 

R. Despre, J. GERBEAUX, N. MAsse, and A. BACULARD. 
Pédiatrie |Pédiatrie| 13, 467-472, 1958. 


At the Hépital Léon-Bernard, Brévannes, broncho- 
graphy was performed on 113 children aged 6 months to 
15 years with primary tuberculosis who had been treated 
with isoniazid and PAS. In 63 cases variable degrees of 
bronchiectasis were demonstrated, and all these showed 
segmental or scattered pulmonary opacities in plain 
radiographs of the chest. The bronchiectasis was fre- 
quently demonstrated within 4 months of the appear- 
ance of the pulmonary shadows, but the longer these 
shadows had persisted, the more frequent was the finding 
of bronchiectasis. Major degrees of bronchiectasis 
tended to be associated with segmental or lobar opacities 
of long duration. In only 4 of these children did the 
bronchiectasis cause symptoms of importance. 

In a [? different] series of cases 46 children were 
treated with cortisone or prednisone in addition to 
isoniazid and PAS, while 48 others received the latter 
two drugs only. Among the hormone-treated children 
bronchiectasis was found in 15 out of 32 segmentary 
opacities examined (46%), compared with 12 out of 
31 segments (39°) in patients treated without hormones 
when the pulmonary shadows were of 6 months’ dura- 
tion or less. In those with shadows of over 6 months’ 
duration there. were 11 cases of bronchiectasis in 26 
segments (42%) in the hormone-treated group and 32 in 
45 segments (71%) in the control group. Thus hor- 
mone treatment did not prevent or entirely suppress the 
development of bronchiectasis, but appeared to have 
diminished its incidence. John Lorber 


1010. Cycloserine and Viomycin in Combined Treatment 
of Pulmonary Tuberculosis. A Comparative Study. [In 
English] 
I. StAnLE. Acta tuberculosea Scandinavica [Acta tuberc. 
scand.| 36, 83-97, 1958. Bibliography. 


Having in mind the danger of the development of resist- 
ance of the tubercle bacillus to the usual antituberculous 
drugs during the course of long-term therapy,,the author 
has studied the effects of combinations of cycloserine 
with viomycin, and cycloserine with isoniazid, and com- 
pared them with that of PAS and isoniazid. Of 92 
patients admitted to Kolmardssanatoriet, Sweden, with 
pulmonary tuberculosis over a period of 8 months, 28 
received cycloserine and isoniazid, 30 cycloserine and 
viomycin, and 34 PAS and isoniazid. The dose of cyclo- 
serine was 0°5 g. daily, of isoniazid 5 to 6 mg. per kg. 
body weight daily, of PAS 12 g. daily, and of viomycin 
1 g. intramuscularly every 2 days. Treatment was 
continued for 3 months. 

Clinical and radiological improvement was comparable 
in all 3 groups, the results with the cycloserine combina- 
tions being somewhat better than with PAS. The 
development of bacterial resistance could not be 
studied because of the rapid disappearance of tubercle 


bacilli from the sputum in all cases. [Surprisingly] no’ 
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reactions attributable to cycloserine or viomycin occurred, 
It is concluded that these two drugs are of value in the 
combined treatment of pulmonary tuberculosis, espe- 
cially when used together, and their availability thus 
widens the choice of drug combinations for long-term 
chemotherapy. B. Golberg 


1011. Pyrazinamide and Cycloserine in the Treatment of 
Pulmonary Tuberculosis. [In English] 

K. BIRKELAND and S. NissEN-MEYER. Acta tuberculosea 
Scandinavica [Acta tuberc. scand.| 36, 98-109, 1958. 


This study was carried out at Rikshospitalet, Oslo, and 
Glittre Sanatorium, Hakadal, Norway, to determine 
whether small doses of cycloserine would enhance the 
effects of pyrazinamide in the treatment of patients with 
advanced pulmonary tuberculosis who had previously 
received prolonged conventional chemotherapy and in 
whom the tubercle bacilli had become resistant to at 
least two of the usual drugs. The dosage of pyrazina- 
mide, which was given alone to 13 patients, was 40 mg. 
per kg. body weight daily, given by mouth in 3 doses, 
while 17 patients received both drugs, those weighing less 
than 75 kg. being given 0-5 g. of cycloserine daily in 2 
doses and the few weighing over 75 kg. receiving 0-75 g. 
in 3 doses. Only 24 patients completed 3 months’ treat- 
ment: one died 6 weeks after admission, one receiving 
pyrazinamide and cycloserine developed joint phenomena 


and pyrexia, 2 receiving pyrazinamide alone developed 


severe jaundice, and 2 had to leave the sanatorium. 
The results obtained in the two groups of patients could 
not be compared with certainty. Sputum examination 
and radiological findings suggested that the combination 
of pyrazinamide and cycloserine was more effective than 
pyrazinamide alone. 

Toxic phenomena occurring in a larger group of 
patients treated at these two hospitals are then discussed. 
Minor joint disturbances occurred in 6 out of 49 patients 
treated with pyrazinamide, the mean blood uric acid 
level in these patients being raised to 10 mg. per 100 ml., 
while of 34 patients treated with cycloserine, 3 developed 
acute psychoses. B. Golberg 


1012. Effect of Adequate Long-term Chemotherapy on 
Relapse in Pulmonary Tuberculosis 

A. C. RONALD and J. F. Stitt. British Journal of 
Tuberculosis and Diseases of the Chest (Brit. J. Tuberc.] 
52, 313-318, Oct., 1958. 3 refs. 


Of 1,734 patients with pulmonary tuberculosis dis- 
charged from the Toronto Hospita:  ‘’eston, Ontario, 
during the 24 years ending June, 1920, 050 were judged 
to have received “‘ adequate chemotherapy ”’ (that is, to 
have received 2, and generally 3, of the standard drugs 
PAS, isoniazid, and streptomycin for one year at least, 
with or without surgery), and 648 of these were traced. 
[No details of the reasons for failure to trace 24°% of 
the cases are given.] By June, 1958, relapse had 
occurred in 20 (3-1°%) of the cases followed up. Various 
factors contributing to the relapse in these cases are dis- 
cussed. Organisms partially resistant to one of the 3 
drugs used were recovered from 4 of these patients. 

C. M. Fletcher 
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Venereal 


1013. Pure Phosphatides and the Serodiagnosis of 
Syphilis. Relation of Chemical Structure to Reactivity 
R. H. ALLEN and D. B. Tonks. Bulletin of the World 
Health Organization (Bull. Wid Hith Org.] 19, 547-561, 
1958. 31 refs. 


In experiments carried out in the Laboratory of 
Hygiene of the Canadian Department of National Health 
and Welfare, Ottawa, in an attempt to determine the 
chemical groupings responsible for the reactivity of the 
antigens used in the serodiagnosis of syphilis various pure 
phospholipids, all but one being synthetic, were sub- 
stituted for cardiolipin in the V.D.R.L. microflocculation 
and Kolmer complement-fixation tests. It was estab- 
lished that both choline and fatty acids were essential for 
the antigen-antibody reaction, while a small number of 
fatty-acid radicals reduced sensitivity. The only syn- 
thetic compound which showed any promise as a sub- 
stitute for natural cardiolipin was the sodium salt of 
B-(dioleoyl)-glycerophosphoric acid. Further studies in 
which similar but less complex substances were sub- 
stituted for lecithin showed that compounds lacking the 
complete lecithin structure were unsatisfactory, ‘though 
antigens containing dimyristoyl, palmitoleoyl, and dio- 
leoyl lecithins were weakly reactive. It was found that an 
antigen containing dioleoyl lecithin, B-(dioleoyl)-glycero- 
phosphoric acid (sodium salt), and cholesterol was the 
most reactive of the antigens tested in both the sero- 
logical tests. Allene Scott 


1014. Cortisone Therapy for the Relief of Pain in Tabes 
Dorsalis. (Terapia cortisonica a scopo antalgico nella 
tabe dorsale) 

F. BERTINI. Gazzetta medica italiana (Gazz. med. ital.] 
117, 417-423, Oct., 1958. 39 refs. 


The author reports, from the University Neurological 
Clinic, Turin, his preliminary experience in the treat- 
ment of tabetic pains by intrathecal injection of cortico- 
steroids. After rapidly reviewing the various theories 
propounded regarding the site and nature of the posterior- 
root lesion in tabes dorsalis as well as some of the medical 
and surgical methods which have been applied in the 
treatment of tabetic crises and lightning pains, he pre- 
sents brief case histories of 10 patients with typical 
tabetic lightning pains whom he has treated with intra- 
thecal prednisone. The method consists in the initial 
introduction of 25 mg. of prednisone into the lumbar 
theca, followed by injections of 50 mg. by the same route 
3 times a week for 4 weeks. 

In 4 of the 10 cases complete relief from tabetic pain 
was achieved after the first few injections and was still 
present at the time of follow-up 3 months later. Partial 
improvement was achieved in 3 further cases, but in the 
remaining 3 the treatment had no effect in spite of 
an increase in frequency of intrathecal injections. In 
no case were the physical signs altered by the treatment, 
nor was there any effect on the constitution of the cerebro- 


Diseases 


spinal fluid or change in the Wassermann reaction. No 
deleterious side-effects either on electrolyte metabolism 
or on the general condition of the patient were observed. 
The author concludes that intrathecal corticosteroid 
therapy can have a beneficial effect in some cases of 
tabes dorsalis, not only by producing symptomatic relief 
from pain, but possibly also by its direct effect on the 


' specific inflammatory process involving the posterior 


nerve roots. He suggests that it should be employed in 
conjunction with other established methods of treat- 
ment and that it is certainly worth a trial in cases which 
have proved resistant to these other forms of therapy. 
J. B. Stanton 


1015. Lymphogranuloma Venereum. A Review of 61 
Cases 
D. Erskine. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.| 34, 163-165, Sept., 1958. 1 ref. 


A series of 61 cases of lymphogranuloma venereum 
treated in the Seamen’s Hospitals, London, between 
1950 and 1957 is reviewed. Most of the patients when 
first seen had a swelling in the groin, transitory primary 
lesions being detected in 4 only. All except one patient 
were probably infected overseas, most commonly in the 
West Indies, South America, and the Far East. A 
diagnosis of lymphogranuloma was considered when 
there were enlarged nodes in one or both groins un- 
accompanied by lesions of the lower limbs or genitalia. 
A positive response to the Frei test was considered to 
lend support to this diagnosis, but proof depended on a 
positive reaction to the psittacosis complement-fixation 
test in a dilution of more than 1:32. The author points 
out that the response to the Frei test may be slower to 
develop than the serological reaction. In this series the 
incubation period of the bubo averaged 5 weeks, and 
involvement of one groin was twice as common as 
involvement of both groins. 

Treatment was with sulphonamides, chlortetracycline, 
or ‘‘ terramycin”’, more than one course being necessary 
to obtain a response. The most satisfactory treatment 
regimen, which was ultimately used as a routine, was 
two courses of terramycin, each of 20 g. in 10 days, with 
a 7-day interval between courses. Clinical response was 
not always associated with early reversal of the sero- 
logical reaction, but in 13 of 32 patients full serological 
reversal was obtained. Only 10 out of 39 patients failed 
to respond clinically to two courses of antibiotics; of 
these, 7 had three courses, but serological reversal was not 
achieved in spite of delayed clinical improvement. 
Treatment which tended to make the bubo point was 
avoided, as was incision or aspiration if possible. Terra- 
mycin was given in 33 cases in the series, and this is 
considered to be the drug of choice. The clinical re- 
sponse was satisfactory in 51 of the 61 cases, but the 
author states that the relation of this clinical cure to 
absolute cure is difficult to assess. Leslie Watt 
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chirurgie (Bull. Soc. 
[received Dec.], 1958. 
Writing from the University of Cairo the author Ver 4,500. Doses were distributed when malaria trans- 
recalls that schistosomiasis is one of the most prevalent Mission was minimal, that is, between the two rainy 
and most incapacitating diseases in Egypt. He points S¢Sons. No measures of any kind were taken to con- 
out that the clinical picture of the portal hypertension ‘Tl the insect vectors (Anopheles gambiae and A. funes- 
occurring in Laénnec’s cirrhosis differs from that associ- ““5), the aim being to observe the effect of mass treatment 
ated with schistosomiasis in several respects; thus, for ™ the absence of mosquito control. a 

example, in schistosomal hypertension the incidence of _ This effect was assessed by monthly examinations of 
ascites tends to be higher and the incidence of haemate- thick blood smears from 297 school-children. Before 
Treatment by anastomosis of the the first dose the Plasmodium falciparum asexual parasite 
portal and systemic circulations is often satisfactory in tte was 337%, whereas one month later it was 0-6% and 
the case of Laénnec’s cirrhosis, but is considered to be 2 Months later 0-37%. After 4 months, however, the rate 
unsuitable in schistosomiasis on the grounds that if the ad risen to 97% and pyrimethamine was then given 
liver is by-passed the ova then have direct access to the monthly to the children, but in spite of this the parasite 
lungs, which may result in extensive pulmonary fibrosis @t€ continued to rise slowly, reaching 19’, by the end 
in the event of re-infection; further, there is no informa- °f the 11th month. A dose of amodiaquin given at the 
tion on the course and results of infection of the liver ®th month reduced the parasite rate temporarily to 6%. 
when the portal veins have been isolated. . . 
The author therefore favours ligation of the splenic >ouring, untreated, village ranged from 25 to 437%. The 
and hepatic arteries, and this operation was carried out degree of resistance of the parasites was tested by giving 


on 29 patients, of whom 6 had ascites but none had hae- © daily doses of pyrimethamine. All but one of 27 
is. There were 2 operative deaths and the children tested showed cross-resistance to proguanil. 


immediate postoperative course in the others was he number of out-patients at Makueni dispensary with 
stormy, there being a high incidence of incisional hernia. ™laria which did not respond to pyrimethamine also 
Follow-up of the patients, who had returned to their increased, but 75°% of infections were still susceptible at 
villages after discharge from hospital, was difficult, but the end of the year. 

17 were examined after 6 to 16 months and 6 after 2 The author suggests that potentially resistant malaria 
years; the clinical results in all those seen were excellent. Parasites carry resistance as a genetic characteristic, and 
Although ligation of the splenic and hepatic arteries did that a particular infection is susceptible when it consists 
not produce a profound fall in portal pressure, it did of a high proportion of susceptible and a low proportion 
abolish ascites in the 6 cases in which this was present, of resistant trophozoites. The small number of resistant 
and no new development of ascites occurred in any parasites, being antigenically the same as the susceptible 
patient after the operation. No qualitative or quantita- ONS. are destroyed by the body defences. 

tive difference was found between the patients with and Beso : = 
without ascites in regard to the composition of the blood Uthor’s views on drug resistance the original paper 
proteins, the serum alkaline-phosphatase concentration, 
or the prothrombin clotting time, and virtually no differ- 


ence in response to the thymol turbidity test for liver : 
: In most cases the leucocyte count was slightly 4% insufficient to give adequate control in an area of 
W. H. Horner Andrews heavy malaria transmission where parasites resistant to 


mesis is much lower. 


Tropical Medicine 


1016. The Problem of Portal Hypertension Associated dose for children) was given to the 3,700 Mkamba 
with Schistosomal Cirrhosis of the Liver. [In English] inhabitants of the Makueni resettlement area about 90 
H. IprAHim. Bulletin de la Société internationale de miles from Nairobi. A second dose was distributed 6 
a 17, 240-253, Sept. months later and a third 12 months later. By the end 


of the year the population had increased from 3,700 to 


The infection rate during the year in children of a neigh- 


[For the extensive details of this work and for the 
should be consulted. Pyrimethamine is recommended 


by the makers to be given at weekly intervals. In the 
abstracter’s opinion 6-monthly or even monthly doses 


both proguanil and pyrimethamine are already present.] 


Mass Treatment with Pyrimethamine. A Study ° L. G. Goodwin 


of Resistance and Cross Resistance Resulting from a Field jg of Viral and 
Trial in the Hyperendemic Malarious Area of Makueni, - Serological Survey Rickettsial 
Kenya. September 1952—September 1953 Diseases among Jungle Inhabitants of the Upper Amazon 
S. A. Jones. 


Basin. Presence During Infancy, Childhood and Adol- 


Royal’ Society of  escence of Antibodies to Rickettsiae, to Viruses of Polio- 
ropica edicine 'ygiene (Trans. roy. . trop. li Vv 

Med. Hyg.| 52, 547-561, Nov., 1958. 3 figs, 5tefs. B 
In a field trial carried out in Kenya in 1952-3 with D.C. Gaspusek, N. G. Rocers, and A. S. BANKHEAD. 
“ daraprim ” (pyrimethamine), then a new drug,a dose of Pediatrics [Pediatrics] 23, 121-131, Jan., 1959. 6 figs. 
100 mg. of pyrimethamine (with a proportionately smaller 17 refs. 


324 


1019 
a Sti 
N. I 
316- 
TI 
(Kbh 
that 
mar} 
4 Thu: 
only 
later 
ous; 
the 
non- 
of th 
be d 
a de 
toa 
the 
filled 
” conc 
filled 
(and 
be a 
tests 
hype 
1020 
Polle 
K. 
In 
Mar, 
niqu 
Polle 
volu: 
Polle 
Susp 
tive : 
1017, of a 
Polle 
dg in al 
only 
- trols 
after 
TI 
mort 
skin 
addi 


ass 


Allergy 


1019. Instability of Grass Pollen Extracts. A Study of 
a Stabilizing Additive. [In English] 

N. HyortH. Acta allergologica [Acta (Kbh.)} 12, 
316-335, 1958. 5 figs., 14 refs. 


The author has previously (Acta _ aallerg. 
(Kbh.)| 1957, 11, 249; Abstr. Wid Med., 1958, 24, 106) 
that the degree of activity of a grass-pollen extract was 
markedly affected by the volume of solution in the vial. 
Thus the solution from a partially filled vial might show 
only 10°% of its original activity even when the vial had 
been initially filled to capacity and part of the contents 
later withdrawn. A similar reduction has been previ- 
ously noted in respect of tuberculin and has been termed 
the “‘ volume effect ”’. 

In the present study, reported from Rigshospitalet, 
Copenhagen, the author has shown that if 0-01% of a 
non-ionic detergent such as “‘ tween 80” is added to a 
partially filled vial showing the volume effect the activity 
of the extract is fully restored. The volume effect may 
be due either to adsorption of antigen to the glass or to 
a denaturation at the air—liquid interface, or probably 
to a combination of these effects. It is pointed out that 
the difference in antigen activity between completely 
filled and partially filled vials decreases with increasing 
concentration. Therefore the random use of partially 
filled and completely filled vials during a course of hypo- 
sensitization may lead to great fluctuations in dosage 
(and thus to the danger of untoward reactions), and also 
be a source of inconsistent results from repeated skin 
tests in the same patient, for example, before and after 
hyposensitization. A. W. Frankland 


1020. Inhalation Tests of Bronchial Hypersensitivity in 
Pollen Asthma 

K. M. Crrron, A. W. FRANKLAND, and J. D. SINCLAIR. 
Thorax [Thorax] 13, 229-232, Sept., 1958. 1 fig., 9 refs. 


In this paper from the Brompton Hospital and St. 
Mary’s Hospital, London, the authors describe a tech- 
nique for measuring bronchial hypersensitivity in grass- 
pollen asthma by, determining the forced expiratory 
volume in 1 second (F.E.V.;.9) after inhalation of grass- 
pollen extract. and the results obtained in 19 patients 
suspected of having allergic asthma on the basis of posi- 
tive skin responses to the extract and a seasonal incidence 
of attacks. Inhalation of controlled amounts of grass 
Pollen resulted in a fall in the F.E.V.;.9 (mean 31%) 
in all cases. After hyposensitization the mean fall was 
only 11% in 13 patients so treated. In 5 untreated con- 
trols the mean fall was 32°% both when first tested and 
after an interval of some weeks. 

The results confirmed the existence of bronchial hyper- 
Sensitivity to pollen, and the test itself appeared to be 
more specific in detecting bronchial allergy than were 
skin tests. The results were entirely negative in an 
additional group of 12 asthmatics not suspected of pollen 


allergy and also in 5 asthmatics without a history of 
seasonal asthma but who gave a positive reaction to 
skin tests. In contrast, in 2 patients who had seasonal 
asthma and gave negative reactions to skin tests the 
response to the inhalation test was positive. 

Systemic reactions which occurred in some patients 
during the inhalation of pollen extract passed. off within 
a few minutes of inhaling isoprenaline. Max Mayer 


1021. Natural History of Asthma. [In English] 
R. S. Bruce Pearson. Acta allergologica {Acta allerg. 
(Kbh.)] 12, 277-294, 1958. 13 refs. 


This discussion of the natural history of asthma is 
presented from King’s College Hospital, London, and 
is based on an analysis of 625 asthmatic out-patients 
attending two London hospitals and followed up for a 
period of 6 years. The study included an investigation 
of the aetiological factors as well as an assessment of the 
severity of the symptoms. In most patients the latter 
first appear in childhood or adolescence when allergic 
factors play an important part. Thus the onset was 
before the age of 19 years in 193 out of the 293 male 
patients and in 169 out of the 332 female patients in the 
series. Respiratory infection, such as bronchitis, be- 
comes increasingly important with increasing age. 
Asthma is generally due to the combined effects of 
allergy, repeated bronchial infection, and emotional 
stress. As age increases, a persistently prolonged expira- 
tory phase develops, accompanied by dyspnoea on effort 
as well as during spontaneous attacks. A fatal outcome 
is not uncommon in those with repeated attacks of status 
asthmaticus, but is rare in patients who are not severely 
disabled or in whom the asthma is purely allergic in 
origin. A. W. Frankland 


1022. Assessment of the Relative Importance of the 
Allergic, Infective and Psychological Factors in Asthma 
D. A. WiutaMs, E. Lewis-FANING, L. Rees, J. JAcoss, 
and A. THomas. Acta allergologica [Acta allerg. (Kbh.)} 
12, 376-395, 1958. 24 refs. 


This study of the relative importance of allergic, 
infective, and psychological factors in asthma is based on 
observations on 487 consecutive asthmatic patients 
attending the Asthma Clinic. St. David’s Hospital, 
Cardiff. Patients were considered to have asthma if 
they had recurrent attacks of spontaneous dyspnoea and 
wheeziness, care being taken to exclude patients with 
wheezy bronchitis or other conditions causing a wheezy 
chest or dyspnoea. All the patients were seen by an 
ear, nose, and throat surgeon and a psychiatrist, and in 
addition the children were seen by a paediatrician and 
the adults by a physician. A questionary was completed 
for each patient and later analysed by a statistician. The 
controls were patients of the same age and sex from the 
Accident Unit of the hospital. 
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The allergic factor was considered dominant in 29°% 
of cases, the infective factor in 41%, and the psycho- 
logical factor in 30%. It is noteworthy that the infective 
factor was the sole cause of asthma in 11% of cases, the 
allergic factor in 3-3°%, and the psychological factor in 

The age of the patients when first seen, age at onset 
of asthma, the otorhinolaryngological findings, incidence 
of aspirin sensitivity, and the incidence in both patients 
and controls of allergic and upper respiratory infections 
preceding the asthma are discussed. 

A. W. Frankland 


1023. Asthma is a Constitutional Disease 
F. M. RACKEMANN. Journal of Allergy [J. Allergy] 29, 
535-541, Nov.—Dec., 1958. 1 fig., 10 refs. 


The author reports that in a recent follow-up study 
carried out at Massachusetts General Hospital, Boston, 
of 272 patients with asthma 20 patients were found who 
had had asthma at two different periods of their lives, 
the two episodes being separated by a free interval varying 
in length from 8 to 30 years. In the first episode the 
asthma was usually allergic, whereas in the second an 
allergen could seldom be traced. It is concluded from 
this observation that the immediate exciting cause of 
asthma is not its basic cause. It is suggested that the 
basic cause must be a disturbance of the mechanism of 
immunity, and such disturbance is therefore regarded as 
the constitutional characteristic of the asthmatic subject. 

H. Herxheimer 


1024. An Investigation into Environmental Influences in 
Bronchial Asthma 

M. J. GUTMANN. Annals of Allergy pon. Allergy] 16, 
536-541, Sept.—Oct., 1958. 


The author reports that during 1951-2 approximately 
124,000 Jews emigrated from Iraq to Israel, settling in 
the coastal plain as well as in the mountainous regions of 
Jerusalem and Galilee and in the subtropical region 
around Lake Tiberias (Sea of Galilee). Whereas the inci- 
dence of asthma in this population had been very low in 
Iraq, it became strikingly high in the region of Tel-Aviv 
and Jaffa, where some 90,000 of the immigrants had 
settled [actual morbidity figures are not given]; among 
those who had settled in the other regions, however, the 
incidence remained low. 

In contrast to the age distribution in the local popula- 
tion, asthma was rare in the children of immigrants and 
most frequent in the age group 20 to 30 years. There 
was rarely a family history of allergic disease, and the 
sensitivity was mainly due to mould spores and much less 
often to pollen and food. In most of these cases the 
asthma began between 6 and 24 months after immigra- 
tion, but 5 years later the number of new cases seemed to 
be smaller and the incidence to correspond with that in 
the established population of the region. The asthma 
in these immigrants is regarded as being of the acquired 
type, without a hereditary background, and may have 
been a manifestation of ‘“ mass-malady” (Massen- 
erkrankung) in an uprooted population. It is contrasted 
with the experience of other immigrants into Israel from 


Europe, many of whom had been subjected to the en. 
vironment of concentration camps before their arrival 
and who had lost their asthma completely while in the 
camps. H. Herxheimer 


1025. Treatment of Chronic Asthma with Prednisolone, 
Significance of Eosinophils in the Sputum 

H. M. Brown. Lancet [Lancet] 2, 1245-1247, Dec. 13, 
1958. 10 refs. 


Prednisolone was tried at the Chest Clinic, Derby, in 
the treatment of 90 patients with chronic asthma who 
had not responded to bronchodilator drugs. In most 
cases the dosage was 5 mg. 3 times a day for a week, 
followed by re-assessment and adjustment of the dosage, 
which seldom needed to be increased. The results 
indicated that prednisolone was very useful in the treat- 
ment of chronic asthma provided the sputum contained 
large numbers of eosinophil granulocytes, but was un- 
satisfactory in the absence of an eosinophilic sputum. 
The author states that corticosteroids clear the blood of 
eosinophils, but not the sputum. A. W. Frankland 


1026. Hydrocortisone Hemisuccinate by Inhalation in 
Children with Asthma 
M. M. Situ. Lancet [Lancet] 2, 1248-1249, Dec. 13, 
1958. 5 figs., 10 refs. 


Hydrocortisone snuff has been claimed to give good 
results in an uncontrolled trial in patients with hay-fever, 
while success has been reported with inhalation of hydro- 
cortisone acetate powder in asthma. In this paper from 
the Asthma Clinic of the Birmingham School Health 
Service a controlled trial is described of inhalation of a 
solution of hydrocortisone hemisuccinate, the solution 
being supplied in such a way that the daily dose of hydro- 
cortisone hemisuccinate was 5 mg., this daily dosage 
being continued for one month. A placebo was inhaled 
similarly. The results were assessed by sequential 
analysis. The treatment failed to benefit 50° more 
children than did the placebo; over the whole period of 
the trial the results with hydrocortisone were similar to 
those obtained with the inert substance. 

A. W. Frankland 


1027. Changes in the Eosinophil Count after the Injec- 
tion of Antigen, Histamine, or 5-Hydroxytryptamine. 
(Les variations numériques des éosinophiles circulants 
aprés injection d’antigéne, d’histamine ou de 5-hydroxy- 
tryptamine) 

L. Rosa, G. C. CeNAccHI, and G. BERGAMI. Acta 
allergologica {Acta allerg. (Kbh.)] 12, 427-431, 1958. 
2 figs., 7 refs. 


Intramuscular injections in man of 5 mg. of 5-hydroxy- 
tryptamine (5-HT) and of 30 yg. of 5-HT administered 
intravenously produced a constant decrease in the num- 
ber of blood eosinophilic cells, proportional to the 
employed doses. Two hours after the intramuscular 
injection and 30 minutes after the intravenous injection, 
the values were back to normal. This phenomenon was 
observed to be antagonized by antihistamines.—[Editorial 
summary.] 
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Nutrition and Metabolism 


1028. Further Studies on Cholesterol Levels in the Johns 
Hopkins Medical Students: the Effect of Stress at Exami- 
nations 


C. B. THoMaAs and E. A. Murpuy. Journal of Chronic 
Diseases [J. chron. Dis.] 8, 661-668, Dec., 1958. 10 refs. 


Long-term investigations have been carried out for 
several years at the Johns Hopkins University School of 
Medicine, Baltimore, on successive classes of medical 
students to determine the range of variation in the 
serum cholesterol level of healthy subjects. In the 
present study the serum cholesterol level and eosinophil 
count were determined in 52 male students in the age 
group 19 to 26 years at the beginning of their first term 
(October, 1957), during anatomy examinations (January, 
1958), and again later on during a period of regular 
academic work (January to April, 1958). All the stu- 
dents were fully examined on entry, and any of them 
with signs of a physical disorder which might influence 
the serum cholesterol level were excluded. Owing to 
the known fluctuation of the serum cholesterol level with 


‘the menstrual cycle, the study was confined to men. 


The mean serum cholesterol level at the time of entry 
(which was regarded as a time of stress) was similar to 
that during the anatomy examinations, but the latter 
was higher by 10-3°% than during routine academic work 
and there was a coincident fall in the eosinophil count, 
both differences being statistically significant. Similar 
observations were made on 2 other male students during 
biochemistry examinations which were held 2 months 
later. There was no significant change in the weight of 
the students, and,no pronounced variations in habits of 
exercise, diet, or smoking. While seasonal influences 
cannot as yet be excluded, the findings are consistent with 
the hypothesis that stress may cause elevation of the 
serum cholesterol level. 

{It has been known for years that any kind of mental 
stress is a contributory factor in elevation of the serum 
cholesterol level (Groen et al., Voeding, 1952, 13, 556), 
and it has been shown that at the same time it modifies 
the blood clotting time (Friedman ef al., Circulation, 
1958, 17, 852).] Z. A. Leitner 


1029. Serum Phospholipids. Genetic and Environmental 
Influences 


L. E. SCHAEFER, D. ADLERSBERG, and A. G. STEINBERG. 
Circulation [Circulation] 18, 341-347, Sept., 1958. 
24 refs. 


Whereas the relation of cholesterol and lipoprotein 
metabolism to atherosclerosis has been abundantly in- 
vestigated in recent years, comparatively little attention 
has been devoted to the phospholipids, which constitute 
about 20% of the atheromatous plaque. The present 
paper from the Mount Sinai Hospital and the Central 
Manhattan Medical Group, New York, reports a study 
of the relationships between age, sex, and serum phospho- 
lipid level in a normal population sample and of the 


relative importance of genetic and environmental in- 
fluences in determining them. 

The population sample was drawn from a healthy, 
unselected group of New York City employees and their 
families and consisted of 1,067 persons (516 male, 551 
female) aged 2 to 77 years. They included 156 fathers, 
156 mothers, and their 268 children. In these healthy 
persons consuming a mixed diet the mean serum phos- 
pholipid level was found to vary with age. In males 
the level remained practically constant until the age of 
20, then rose sharply until the age of 32, and subsequently 
remained constant up to the age of 60. In females the 
level was constant until the age of 32, after which it rose 
gradually up to the age of 60. These changes were 
similar to those observed in the serum cholesterol level, 
though somewhat smaller. No correlation was found 
between the serum phospholipid levels of mothers and 
fathers, but there were positive parent-child and sibling— 
sibling correlations, indicating a genetic rather than an 
environmental influence. Thus it would seem that diet 
cannot be the only factor determining serum phospho- 
lipid levels in healthy persons. 

When the authors attempted, by analysis of their data, 
to define the normal limits of serum phospholipid con- 
centration they encountered the same difficulties as arise 
with the serum cholesterol level. Since the phospho- 
lipid level varies with age and sex it is impossible to 
draw a single dividing line between the normal and the 
pathologically elevated. The authors suggest therefore 
that “‘ the upper 5°% levels of each age and sex group [in 
a normal population] may be utilized to characterize 
hyperphospholipemia ”’. Z. A. Leitner 


1030. The Plasma Amino Acids in Malnutrition: Pre- 
liminary Observations 

R. G. WEsTALL, E. ROIrMan, C. DE LA PENA, H. RAs- 
MUSSEN, J. Cravioro, F. Gomez, and L. E. HO rt. 
Archives of Disease in Childhood [Arch. Dis. Childh.] 33, 
499-504, Dec., 1958. 11 refs. 


In 4 children (aged 14 to 3 years) with severe malnu- 
trition, one of whom had frank kwashiorkor, the plasma 
concentration of amino-acids was determined at the 
beginning of treatment and again after about 10, 25, and 
55 days. It was found that the concentration of several 
of the amino-acids was low initially but increased during 
dietary treatment, to which all the patients responded 
rapidly. The values for many of the amino-acids were 
lowest in the patient with kwashiorkor. | 

The authors consider that some of the results indicate 
a diminished activity of some enzymes concerned with 
amino-acid metabolism, and that in kwashiorkor there 
is a fall in the tyrosine concentration which indicates a 
deficiency of the enzyme phenylalanine hydroxylase. In 
a footnote the authors state that a low tyrosine concen- 
tration was observed in 3 additional cases of frank 
kwashiorkor. John Yudkin 


327 


en- 
ival 
r 
‘| 
in 
vho 
ek, 
ige, 
ults 
ned 
un- 
um. 
1 of 
d 
in 
3, 
ood 
ver, 
iro- 
‘om 
alth 
a 
ion 
lro- 
age 
iled 
\tial 
ore 
1 of 
r to 
d 
jec- 
ine. 
ants 
{cta 
958. 
red 
um- 
the 
ular 
ion, 
was 
yrial 


Gastroenterology 


1031. Mucous Membrane Pemphigus 
A. G. Giss. Journal of Laryngology and Otology {[J. 
Laryng.| 72, 799-806, Oct., 1958. 4 figs., 4 refs. 


The mucous membrane of the mouth and the throat is 
always involved in pemphigus vulgaris and nearly always 
in ocular pemphigus, but much less frequently in pem- 
phigus foliaceus and in bullous pemphigus. Oral lesions 
are the first to appear in over- half the cases and may 
sometimes precede cutaneous or other mucosal lesions 
by long periods. 

Histologically, the principal lesion in pemphigus vul- 
garis is acantholysis, with the formation of intra-epider- 
mal clefts which enlarge into bullae. These form im- 
mediately superficial to the basal layer of the epidermis. 
In ocular pemphigus all the changes are subepidermal, 
the bullae forming between the basal layer and 
the corium. The epidermis is thus detached from the 
underlying corium, but there are no changes in the 
epidermis itself. Clinically, the skin shows painful 
denuded areas caused by the tendency of the epidermis 
to slide off in large sheets. In the mouth the lesions have 
generally ruptured by the time they are seen, with the 
formation of large, superficial, painful erosions. There 
is increased salivation and swallowing is very painful. 
Nasal lesions cause blood-stained nasal discharge. 
Laryngeal, conjunctival, vulval, and anal lesions may 
also occur. Before the introduction of corticosteroid 
therapy the disease was nearly always fatal. 

In ocular pemphigus the lesions are painless. In the 
eye there is at first a simple conjunctivitis, but later sub- 
conjunctival scarring occurs. The oral lesions are seen 
as indolent denuded areas which heal slowly with scarring. 
Genital lesions are common, while the nose, larynx, 
oesophagus, and anal mucosa may also be affected. 
Ocular pemphigus is a chronic disease, seldom fatal, but 
causing progressive blindness. 

Three cases are described—2 of ocular pemphigus and 
one of pemphigus vulgaris. R. B. Lucas 


1032. Perforation of the Esophagus 

C. MATHEWSON, R. Coun, and W. C. ScHAupP. Annals 
of Otology, Rhinology and Laryngology {Ann. Otol. (St. 
Louis)] 67, 1141-1146, Dec., 1958. 24 refs. 


This paper from Stanford University Hospital, San 


Francisco, reports a series of 54 cases of perforation of. 


the oesophagus, 11 of which were fatal. The cervical 
segment is the commonest site and instrumentation the 
commonest cause of oesophageal perforation, while early 
recognition is the most important factor in treatment. 
Conservative management of minor lacerations may be 
successful, but larger perforations, especially those in- 
volving the pleural space, are best treated by open 
operation, closure of the defect, and drainage. 
William McKenzie 


1033. The Effect of Bland Fluids and Anticholinergic 
Drugs on the pH of Gastric Contents in Duodenal Ulcera- 
tion 


T. J. THomson. Clinical Science (Clin. Sci.] 17, 701-707, 
1958. 5 figs., 5 refs. 


In the investigation herein reported from Stobhill 
General Hospital, Glasgow, the author estimated the pH 
of gastric contents aspirated hourly throughout the day 
from 15 patients with active uncomplicated duodenal 
ulcer who were given 2-hourly feeds of a bland fluid diet. 
The pH was above 4 in only 7 of 195 samples examined. 
The addition of atropine sulphate or the anticholinergic 
drug sodium penthionate in maximum tolerated doses 
did not significantly influence the pH of the gastric 
contents. Continuous intragastric infusion of milk in 
6 patients did not raise the pH above the level achieved 
with a bland diet. In the author’s view it is unlikely that 
any of these measures will significantly alter acid-pepsin 
activity in patients with duodenal ulceration. 

P. C. Reynell 


LIVER 


1034. A Study of Heart Disease in One Hundred Eight 
Hospitalized Patients Dying with Portal Cirrhosis 

J. H. Lunsetu, E. G. OLmstTeap, and F. ABBoup. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.] 102, 405-413, Sept., 1958. 7 figs., 18 refs. 


In this paper from the University of North Dakota 
details are given of the condition of the cardiovascular 
system as seen at necropsy in 108 patients who died of 
portal cirrhosis. The ages of the patients, 26 women 
and 82 men, ranged from 26 to 83 years, with a mean of 
57 years. In 99 cases determination of the heart weight 
showed that this was greater than in a comparable series 
without cirrhosis, being over 400 g. in 6 (25%) of 24 
female and 36 (48°%) of 75 male patients. In 52 of the 
patients there was associated heart disease of the follow- 
ing types: arteriosclerotic in 26, hypertensive in 9, and 
valvular in 5; in the remaining 12 the cardiac hypertropy 
could not be attributed to any of the usual causes and 
these cases are considered in considerable detail. 

All 12 patients were alcoholics and presented a clinical 
picture of both heart and liver disease. Clinically, there 
were congestive cardiac failure, unexplained cardio- 
megaly, apical systolic murmurs, and tachycardia accom- 
panied by premature auricular and ventricular beats or 
intraventricular conduction defects. Pathological studies 
indicated that cardiac hypertrophy was significantly more 
frequent in early and moderately advanced cirrhosis than 
in far-advanced disease. A suggested possible explana- 
tion of this phenomenon is that in the early stages of 
portal cirrhosis the increased peripheral vasodilatation 
gives rise to an increased cardiac output with eventual 
cardiac hypertrophy, whereas in more advanced cases the 
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blood flow through the liver may be diminished suffi- 
ciently to reduce cardiac output and thus compensate for 
other factors causing increased output. Thus a heart 
which may have been hypertrophic in the early stages of 
cirrhosis may revert to a normal weight in the advanced 
stages. It is concluded that patients with portal cirrhosis 
are prone to develop an idiopathic type of heart disease 
associated with the cirrhosis in addition to the common 
types of heart disease. J. Warwick Buckler 


1035. Corticotroghin and Stereids in the Dingnesis and 
Management of ‘‘ Obstructive ’’ Jaundice 

W. H. J. SUMMERSKILL and F. Avery Jones. British 
Medical Journal (Brit. med. J.| 2, 1499-1502, Dec. 20, 
1958. 2 figs., 17 refs. 


In this paper from the Central Middlesex Hospital, 
London, the authors report an investigation of the effect 
of steroid therapy in 12 cases of ‘* obstructive ” jaundice 
due in 5 cases to hepatitis and in 7 to extrahepatic 
obstruction by a tumour. 

In accordance with the observations of others it was 
found that corticotrophin and steroid compounds may 
influence both types of jaundice, but the conclusion of 
Chalmers et al. (Gastroenterology, 1956, 30, 894) that 
these drugs are of no value for differential diagnosis is 
challenged by the present authors. In 4 of their 5 cases 
of jaundice due to hepatitis the reduction in serum bili- 
tubin level resulting from steroid therapy exceeded any 
observed in the 7 cases of extrahepatic obstruction. 
“ The ‘ critical ’ figure in this series was a fall in the serum 
bilirubin level of 8°% or more a day in a period of four 
to eight days”’, a degree of response which is “‘ very 
rare indeed ’’ in reported cases of extrahepatic obstruc- 
tion. Moreover, the authors conclude that sustained 
improvement with the continued administration of these 
drugs after the initial test period allows the diagnosis of 
hepatitis to be made with confidence, this being the 
treatment of choice in such cases. The serum alkaline- 
phosphatase level also fell during treatment, although to 
a lesser degree, particularly in cases of extrahepatic 
obstruction, while the changes in the two levels were 
occasionally disproportionate. This suggested “‘ that 
the reduction of jaundice caused by corticotrophin or 
steroid drugs was due to increased bile excretion ”’. 
The effect of both types of drug was immediately appar- 
ent and there seemed to be no difference between them. 

E. Forrai 


1036. The Effect of the Amine Oxidase Inhibitor Mar- 
silid on Ammonium Metabolism in Liver Disease 

A. M. Dawson and S. SHERLOCK. Clinical Science 
[Clin. Sci.] 17, 587-595, 1958. 1 fig., 25 refs. 


A study of the blood ammonia level in liver disease 
before and after administration of isopropyl isonicotinyl 
hydrazide (“‘ marsilid”’) is reported from the Post- 
graduate Medical School of London. The drug was 
given intravenously in a dosage of 5 to 10 mg. per kg. 
body weight to 20 patients, of whom 16 had portal 
cirrhosis. When the fasting arterial ammonia level was 
over 1 yg. per ml. administration of marsilid was invari- 
ably followed by a fall in this level accompanied by an 
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increase in the peripheral arteriovenous ammonia differ- 
ence. The effect on arteriovenous differences in samples 
obtained by catheterization of the hepatic or renal veins 
or the right atrium was, however, much less definite. 
This suggests that marsilid causes an increase in the 
breakdown of ammonia in the peripheral tissues rather 
than in the liver, kidneys, or lungs. 

In spite of the effect of marsilid on ammonia meta- 
bolism there was no clinical improvement in any of the 
patients; in one to whom the drug was given by mouth 
neuropsychiatric signs became more prominent. Marsilid 
is therefore not recommended in the treatment of hepatic 
coma. P. C. Reynell 


1037. Hepatic Coma in Liver Failure and Gastro- 
intestinal Haemorrhage Treated with Neomycin 

W. H. J. SummersKILL. British Medical Journal [Brit. 
med. J.| 2, 1322-1325, Nov. 29, 1958. 3 figs., 25 refs. 


At the Central Middlesex Hospital, London, neo- 
mycin was given to 6 patients with cirrhosis of the liver 
and hepatic coma or pre-coma. In 3 of the patients 
coma was precipitated by gastro-intestinal haemorrhage 
and in 3 it was due to hepatocellular failure. In all cases 
there was a striking improvement in the neuropsychiatric 
state within 3 days of the start of treatment. Neomycin 
was more effective than aureomycin, “* sigmamycin ”’, 
or chloramphenicol in 3 cases in which comparative 
studies were possible. Premature withdrawal of the 
antibiotic was followed by relapse, but if administration 
was continued it was possible to increase the intake of 
protein without a recurrence of neuropsychiatric symp- 
toms. There were no adverse effects apart from some 
looseness of the stools. P. C. Reynell 


1038. Observations on the Influence of Medical Therapy 
on Portal Hypertension in Hepatic Cirrhosis 

C. M. Leevy, M. Zinke, J. BABeR, and Woo Yoon 
Cuey. Annals of Internal Medicine [Ann. intern. Med.] 
49, 837-851, Oct., 1958. 7 figs., 31 refs. 


Up to about 20 years ago it was considered that the 
hepatic changes in cirrhosis of the liver were irreversible, 
and although this concept has been challenged on many 
occasions, the evidence purporting to show that they are 
reversible has sometimes been rather tenuous. This 
paper from Jersey City Medical Center, New Jersey, 
provides a further challenge; it reports a study of 50 
patients with confirmed cirrhosis on whom a series of 
biochemical tests were performed in conjunction with 
splenoportography and hepatic venous catheterization 
with measurement of wedged pressures in the hepatic 
vein. In 12 cases the cirrhosis was “mild”, in 20 
** moderate ’’, and in 18 severe ’’. 

The validity of the interpretations of the results ob- 
tained is considered, and the significance of the wedged | 
hepatic venous pressure is discussed. No relation was 
found between the wedged pressure and the result of 
individual biochemical tests, but a definite relationship 
was demonstrated between the venous pressure and the 
biopsy findings. An improvement in the wedged pres- 
sure and the biopsy picture as a result of medical treat- 
ment was noted when the raised pressure was due to 
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fatty metamorphosis, inflammation, and parenchymal 
necrosis. But little or no improvement was achieved 
by medical treatment when the raised pressure was due 
to nodular regeneration of liver cells, intrahepatic vascu- 
lar shunts, or the presence of fibrous connective tissue. 
A reduction in intrasplenic pressure may occur following 
the spontaneous development of a collateral circulation 
between the portal and systemic vascular beds, although 
the intrasinusoidal pressure may remain unchanged. 
The medical treatment consisted in rest and a diet pro- 
viding 350 g. of carbohydrate, 125 g. of protein, and 
100 g. of fat daily for a period of 2 or 3 months. Such 
treatment is therefore advocated in the early stages of 
cirrhosis, and has proved satisfactory even when bleed- 
ing from oesophageal varices has already taken place. 
The effects of some drugs, including both vasopressor 
and vasodilator agents, on portal venous pressure is 
described; as some of these caused a marked increase in 
portal pressure they should be avoided, particularly in 
‘cirrhotic patients with oesophageal varices. 
W. H. Horner Andrews 


INTESTINES 


1039. Regional Enteritis. I. Clinical Aspects and Diag- 
nosis in 100 Patients 

J. E. DAFFNER and C. H. Brown. Annals of Internal 
Medicine [Ann. intern. Med.| 49, 580-594, Sept., 1958. 
4 figs., 8 refs. 


The authors report the clinical findings in 100 patients 

with regional enteritis seen at the Cleveland Clinic, Ohio, 
between 1946 and 1956. The age and sex distributions 
were similar to those in other reported series, males and 
females being equally affected, while the age at onset was 
30 years or less in about half the patients. 
* The insidious onset of the disease is illustrated by the 
fact that the average interval between onset of symptoms 
and diagnosis was nearly 3 years, and in no fewer than 
26 cases it was over 4 years. The most common symp- 
toms were abdominal pain, usually colicky, diarrhoea, 
and loss of weight. It is of interest that in this series 
gastro-intestinal bleeding occurred in 34 patients, which 
is a considerably higher incidence than that reported by 
other authors. The three commonest physical findings 
were fistula (48 cases), an abdominal mass, most fre- 
quently in the right lower quadrant (32 cases), and signs 
of obstruction (30 cases). The location of the disease 
was variable, and the colon as well as the ileum was 
involved in 37 patients. In only 2 cases was there no 
involvement of the ileum, the disease in these occurring 
in the mid-jejunum and the duodenum respectively. 

Systemic complications were not numerous, but arth- 
ritis, vitamin deficiency, finger clubbing, erythema nodo- 
sum, and eye complications were noted. The patho- 
logical and radiological findings were similar to those 
reported by other workers. The authors recommend a 
study of the radiological findings in the colon after intro- 
duction of a barium enema and also small-bowel motility 
studies as useful aids to diagnosis. The barium-enema 
findings were diagnostic in 85 of the present cases and 
gave a false negative result in 4 (11 patients had no 
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enema). In view of this, and the fact that in 98 out 
of these 100 cases the terminal ileum was involved, it 
is suggested that a normal appearance after a barium 
enema, provided there is good visualization of the 
terminal ileum, renders the presence of regional enteritis 
very unlikely. T. D. Kellock 


1040. Regional Enteritis. II. Results of Medical and 
Surgical Treatment in 100 Patients 

C. H. Brown and J. E. DAFFNER. Annals of Internal 
Medicine [Ann. intern. Med.| 49, 595-606, Sept., 1958, 
1 fig., 19 refs. 


The authors report the results of treatment in 86 of 
the 100 cases of regional enteritis described above [see 
Abstract 1039], 14 of the patients who had been followed 
up for less than a year being excluded. The average 
follow-up period was 5-2 years, but in 21 cases the period 
was 8 yearsormore. In 35 of the 100 cases only medical 
treatment was given, this rather high proportion being 
due to the policy at the Cleveland Clinic of conservative 
treatment in the absence of complications. The nature 
of the medical treatment varied. The authors employ 
steroid therapy in selected cases and have found that 
antibiotics may be of help in dealing with secondary 
infection. The results of conservative treatment in the 
26 cases followed up for more than a year were assessed 
as “‘ good” in 14, “ fair” in 9, and “ poor” in 3; of 
these last, 2 later required surgical treatment. 

All the 65 patients receiving surgical treatment had 
complications before operation, the commonest being 
intestinal obstruction (in 30 cases) and fistula (in 235). 
Resection was carried out in 28 cases, ileocolostomy with 
exclusion in 14, and various other types of operation in 
the remainder. Of 60 cases followed up for more than 
one year, the results were classified as “‘ good” in 32, 
as “fair” in 14, and as “poor” in 12. The cases 
treated by resection and by “ side-tracking ”’ were not 
strictly comparable, but there was little difference in the 
results of these two types of operation, over 80°% being 
considered “* good ” or “ fair’’ in both groups. In con- 
trast, there were recurrences in 6 out of 7 patients treated 
by ileocolostomy without exclusion, and this operation is 
not recommended. Although so many results were 
assessed as “* good ” or “ fair ’’ on the basis of the general 
condition of the patient at follow-up, no fewer than 38 of 
the 60 patients suffered recurrences, further surgery being 
required in 20. There were only 3 deaths in this series 
and in none was the cause related to the regional enteritis. 

The authors conclude that the over-all results ‘* do not 
support the current pessimistic attitude concerning treat- 
ment of the disease ”’. T. D. Kellock 


1041. The Relation between Regional Ileitis and Sar- 
coidosis 

D. N. Puear. Lancet [Lancet] 2, 1250-1251, Dec. 13, 
1958. 37 refs. 


In view of the histological similarity between regional 
ileitis and sarcoidosis 40 patients (15 male and 25 female, 
aged 17 to 18 years) with acute or chronic regional 
ileitis were examined at the Central Middlesex Hospital, 
London, for evidence of sarcoidosis. Of 35 patients 
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tested with 10 units of old tuberculin (O.T.), 24 gave a 

tive reaction. Reports in the literature showed that 
@ to 70°% of patients with sarcoidosis were Mantoux- 
negative compared with 14-6’ of a group of 1,285 
normal adults who failed to react to 10 units of O.T. 
This proportion of non-reactors to O.T. constituted the 
only similarity between the two conditions. It is pointed 
out, however, that sarcoidosis is not the only condition 
in which the Mantoux reaction is depressed. There was 
no clinical evidence of generalized sarcoidosis, such as 
skin lesions, iridocyclitis, swelling of the parotid gland, 
or enlargement of lymph nodes or spleen. Chest radio- 
graphs were normal in all cases. None of the 3 patients 
with acute ileitis and leucocytosis showed eosinophilia 
or the monocytosis frequently seen in sarcoidosis. The 
erythrocyte sedimentation rate was raised in 16 patients, 
of whom 6 showed no evidence of active disease. In 3 
patients, including one with extensive amyloidosis, the 
srum y-globulin level was raised; in one of these 
patients and in 2 others the serum a@-globulin level was 
raised. James (Brit. med. J., 1956, 2, 900; Abstr. Wid 
Med., 1957, 21, 162) found that there was an increase in 
the serum y-globulin or serum @-globulin level or in 
both these levels in 14 out of 50 patients suffering from 
sarcoidosis. 

The conflicting reports of a possible relationship 
between sarcoidosis and regional ileitis are discussed. 
[The author infers, but does not conclude, that there is 
no evidence of a connexion between the, two.] 

J. Warwick Buckler 


1042. Arthritis Associated with Ulcerative Colitis. A 
Clinical and Pathological Study 

E. G. L. Bywaters and B. M. ANsELL. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 17, 169-183, 
June, 1958. 15 figs., 34 refs. 


In this paper from the Canadian Red Cross Memorial 
Hospital, Taplow, Bucks., and Hammersmith Hospital, 
London, 37 cases in which arthritis or arthralgia was 
associated with ulcerative colitis are reviewed. The 
authors state that of a total of some 14,000 patients 
admitted to the two hospitals between 1947 and 1956, 
109 had ulcerative colitis and in 24 of these there was 
associated arthritis or arthralgia at some stage. 

There were 28 female and 9 male patients in the present 
series. The mean age at onset of ulcerative colitis was 
26-7 years for males and 32-9 years for females, while 
the mean age at onset of arthritis was 26-3 years for males 
and 34-8 years for females. Ulcerative colitis usually 
preceded the arthritis, but in 7 cases arthritis preceded 
the colitis and in 4 the onset of the two conditions was 
simultaneous. The arthritis resembled rheumatoid 
arthritis radiologically and histologically and in the 
composition of the synovial fluid. It differed, however, 
in respect of such factors as the course and clinical pattern 
of joint involvement and the serological findings, and 
there was a slight but significant difference in the particu- 
lar joints involved, the finger joints being less affected, 
and distal and proximal interphalangeal joints more 
affected, than in rheumatoid arthritis. Sacro-iliac 
involvement was seen in 6 patients, and in most of the 
Patients there was a mild and recurrent migratory syno- 
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vitis. Remission usually coincided with improvement in 
bowel symptoms. There were no cardiac residua and 
only slight joint residua. Nodule formation was noted 
in 2 patients only. The response to the Rose—Waaler 
test was persistently negative in 25 out of 29 patients. 
The erythrocyte sedimentation rate (Westergren) was 
usually considerably raised during exacerbations and 
sometimes normal during remissions, but it was raised 
occasionally in spite of apparent clinical quiescence of 
both bowel and joint symptoms. Erythema nodosum 
occurred in 8 patients. F 

The authors consider that in 2 cases rheumatoid arth- 
ritis and ulcerative colitis recurred concurrently. In the 
remaining cases, however, the arthritis associated with 
ulcerative colitis was considered to be an entity distinct 
from rheumatoid arthritis, Reiter’s disease, or anky- 
losing spondylitis and was similar to the acute arthritis 
occurring in erythema nodosum due to other causes. 

J. Warwick Buckler 


1043. Extra-colonic Manifestations in Chronic Ulcerative 
Colitis. [In English] 

R. LAGERCRANTZ, J. WINBERG, and R. ZETTERSTROM. 
Acta paediatrica [Acta paediat (Uppsala)| 47, 675-687, 
Nov., 1958. 4 figs., 17 refs. 


The authors discuss the extracolonic manifestations of 
chronic ulcerative colitis and report their findings in 48 
patients seen in the Paediatric Clinic, Karolinska Sjuk- 
huset, Stockholm, between 1951 and 1956. Of the 48 
children, 24 had extracolonic symptoms presumably 
related to the bowel disease and 24 had no such symp- 
toms. There was little significant difference between 
the two groups in respect of age at onset, sex, course of 
the disease, radiological findings, blood count, and the 
results of electrophoresis of serum proteins. 

The extracolonic manifestations were similar to those 
observed in other reported series. Skin lesions, often 
multiple, were present in 8 cases (erythema nodosum in 
6, necrotic ulceration in 4, and various other rashes in 5). 
Stomatitis, conjunctivitis, angioneurotic oedema, endo- 
carditis, and myocarditis were observed in a few cases. 
Arthralgia was seen in 8 cases and liver damage, presum- 
ably related to the colitis, was present in a further 8. . 
In addition, in 9 cases erythrocytes were observed in the 
urine when this was examined repeatedly after centrifu- 
gation. The extracolonic symptoms often appeared 
simultaneously with the onset of the colitis; in a few 
cases they actually preceded the clinical onset of the 
disease. However, these complications showed no ten- 
dency to increase as the disease became more severe. 

The possible relationship between these manifestations 
and the colitis itself is discussed. The authors consider 
that they are probably allergic phenomena, a view which 
is supported by the fairly high incidence of eosinophilia 
and hypergammaglobulinaemia in these patients and the 
clinical response to cortisone. T. D. Kellock 


1044. Studies on Carcinoid Disease. [Monograph, in 
English] 
A. H. THorson. Acta medica Scandinavica [Acta med. 


scand.| 161, Suppl. 334, 1-132, 1958. Bibliography. 
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Cardiovascular System 


1045. Symptoms Due to Hiatus Hernia Simulating Those 
of Heart Disease. (Uber Herzkrankheiten vortauschende 
Symptome der Hiatushernie) 

P. I. HALONEN and T. SeppALA. Annales medicinae 
internae Fenniae [Ann. Med. intern. Fenn.] 47, 121-128, 
1958. 25 refs. 


The incidence of symptoms simulating those of heart 
disease was studied in 175 cases of hiatus hernia (including 
4 of para-oesophageal hernia and 3 of short oesophagus, 
the remainder consisting of cases of oesophago-gastric 
hernia) collected from various hospitals and clinics in 
Helsinki. The ages of these patients, of whom 59% 
were women and 41°% men, ranged from 33 to 89 years. 
Altogether there were 102 cases, falling into three groups, 
in which symptoms suggestive of heart disease occurred. 

In the first 77 cases the main symptom was of retro- 
sternal or precordial pain, radiating to the left shoulder 
or arm in 50, to the right shoulder or arm in 42, and into 
the neck in9. The pain was induced by lying or bending 
down in 63 cases, by a large meal in 51, by tight corsets 
in 12, and by exercise in 14. It was relieved by nitro- 
glycerine in 22 cases and by standing up or walking about 
in 32. It had been present for less than one year in 13 
cases, for one to 5 years in 36, and for over 5 years in 29, 
though many patients had long periods of freedom from 
pain. In 8 cases the severity of the pain was such that 
coronary thrombosis was suspected before the correct 
diagnosis was established. The electrocardiogram was 
normal in 74 and showed minor changes in the T waves 
-in'3 cases. The hiatus hernia was dealt with surgically, 
with relief of pain, in 22 of these 77 cases. In 12 of the 
22 the patient has remained free from pain and in 6 it 
has recurred, while in 4 cases contact with the patient 
has been lost. The 55 patients who were treated con- 
servatively were advised to raise the head of their bed, 
to take frequent small meals, and to treat attacks of 
' pain with antacids. All the patients obtained relief; 32 
of them have remained free from pain, it has recurred 
in 11, and 12 have not been traced. 

In a second group, consisting of 6 cases, the complaint 
was of attacks of dyspnoea, which occurred only on 
lying down or after a large meal and never after exertion. 
In all 6 the hiatus hernia was large. In those whose 
attacks occurred on lying down the dyspnoea dis- 
appeared when the head of the bed was raised. 

Finally, in 19 cases disturbances of cardiac rhythm 
occurred on lying or bending down; 12 of these patients 
complained of attacks of tachycardia and 6 reported 
irregularity of the pulse during an attack. The electro- 
cardiogram revealed auricular fibrillation during an 
attack in 2 cases and auricular flutter in one. The tracing 
was normal between attacks in all cases. 

The authors point out that hiatus hernia is a fairly 
common condition, and that when it causes intrathoracic 
pain the differential diagnosis from angina pectoris due to 


coronary disease may be difficult for 3 reasons. (1) The 
site of the pain is often the same in both conditions, 
Cardiac or hiatal stimulation of the phrenic nerve will 
cause pain in the shoulders and neck, and distension, 
inflammation, or movement of the lower end of the oeso- 
phagus or upper end of the stomach (the sympathetic 
nerve supply to which is derived from the first 6 thoracic 
roots) will give rise to pain in the thorax and upper arms. 
(2) Both conditions may occur together in an elderly 
patient. (3) In both the pain may be brought on by 
exercise and relieved by nitroglycerine. Pain which 
occurs on lying or bending down or after a large meal, 
which radiates to the right shoulder, or which is more 
quickly relieved by atropine than by nitroglycerine is 
more likely to be due to hiatus hernia than to ceronary 
insufficiency, and x-ray examination is indicated. Dys- 
pnoea is relatively infrequent in hiatus hernia, and when 
it occurs the hernia is usually large and presents no 
diagnostic difficulties. It is not known why arrhythmia 
should occur in association with hiatus hernia, though 
it has been shown experimentally that stimulation of the 
lower end of the oesophagus may inaugurate auricular 
fibrillation or flutter, or even complete heart block. Itis 
suggested that a large hernia may cause disturbances of 
rhythm by pressure on the mediastinum and alteration 
of the position of the heart. E. S. Wyder 


1046. Effect of Intravenous Fibrinolytic Enzymes on the 
Vegetations of Experimental Bacterial Endocarditis 

B. M. PARKER, D. C. ANDRESEN, W. A. THomas, and 
J.R.Smitu. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 52, 588-595, Oct., 1958. 2 figs., 
18 refs. 


In this paper from the Washington University School 
of Medicine, St. Louis, details are given of the experi- 
mental production under anaesthesia of significant aortic 
or mitral incompetence in 49 dogs, injury to the valve 
being produced by means of a small laryngeal forceps 
introduced through the right carotid artery. After a 
control period of one week 42 of the animals were 
injected intravenously with a culture of Streptococcus 
mitis, the other 7 serving as controls. Direct evidence 
of bacterial endocarditis was later found at necropsy in 
27 of these dogs. A few days later 11 of the surviving 
dogs were treated with a preparation of streptokinase 
and streptodornase, the remainder serving as controls. 
Antibiotics were given at the time of the trauma, but 
none was administered after the streptococci had been 
injected. 

The dogs treated with enzymes survived on the average 
a little longer (mean 3 days) than the untreated dogs, but 
the difference was not statistically significant and there 
were wide variations between individual animals. The 
intravenous administration of streptokinase and strepto- 
dornase appeared to reduce the size of valvular vegeta- 
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tions, but-the number of treated dogs was too small to 
make this difference of statistical significance. The 
qthors nevertheless suggest tentatively that in a few 
cases the deposition of fibrin may have been impeded by 
the enzymes in the presence of active infection. 

J. Warwick Buckler 


1047. A Clinical Evaluation of Parenteral Trypsin in 
Thrombophlebitis 

D.J. MARINO. Antibiotic Medicine and Clinical Therapy 
Antibiot. Med.] 5, 553-558, Sept., 1958. 12 refs. 


The author reports his experience at Hahnemann Medi- 
cal College and Hospital, Philadelphia, in treating 12 
patients suffering from thrombophlebitis of different 
sites and varied aetiology with 5 mg. of crystalline trypsin 
given intramuscularly (9 cases) or intravenously (3 cases) 
hourly for 7 to 10 days. There was complete relief of 
all signs and symptoms in 2 cases and they were markedly 
reduced in 2 others. In the remaining 8 cases objective 
evidence of clinical improvement was slight or absent. 

Since trypsin seems to have some anti-inflammatory 
and anti-oedema effect, it may prove useful in thrombo- 
embolic disease, especially if combined with anticoagu- 
lants. S. Crockett 


1048. The Significance of Haemorrhage during the Treat- 
ment of Patients with the Coumarin Anticoagulants. 
(Monograph, in English] 

M. A. PEYMAN. Acta medica Scandinavica [Acta med. 
scand.| 162, Suppl. 339, 1-62, 1958. 1 fig., bibliography. 


DIAGNOSTIC METHODS 


1049. An Analysis of 161 Cases of Cardiac Infarction 
with ABC Electrocardiographic Studies and 36 Necropsies 
E. R. TRETHEWIE. British Medical Journal (Brit. med. 
J] 2, 1428-1438, Dec. 13, 1958. 21 figs., 13 refs. 


The author reports, from the University of Melbourne, 
the results in 161 cases of cardiac’ infarction examined 
by his “* ABC” three-dimensional system of electro- 
tardiography. This consists of three leads at right 
angles to one another, Lead A from the manubrium sterni 
and the xiphisternum, Lead B from the left mid-axilla 
at the level of the xiphisternum and from the xiphister- 
tum, and Lead C from the xiphisternum and the right 
chest at the base at the level of the xiphisternum; the 
tlectrode connected to the xiphisternum records upward 
deflections for positive potentials. It is claimed that this 
recording system is superior to the standard bipolar and 
wipolar limb and chest leads since the latter “* record 
tlectrical activity almost solely in the frontal (coronal) 
Plane”’ and also to vectorcardiography because that 
procedure is “‘ limited with regard to the study of tem- 
_ relationships and the acceptance of a standard 

In 127 clinically obvious cases of myocardial infarction 
both the standard electrocardiogram (ECG) and the 
ABC tracings were diagnostic; in a further 24 clinically 
diagnosed cases the standard ECG was not diagnostic, 
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but the ABC leads were. Three cases diagnosed from 
the ABC leads alone were confirmed at necropsy. 
There were 17 cases of conduction disturbance (including 
5 of left and 8 of right bundle-branch block). The ABC 
leads thus detected all cases of infarction detected by the 
standard leads and also a number of additional cases. 
This was achieved by the recording of patterns caused 
by injury currents which, in the ABC leads, cause 
upward displacement of the S-T segments. Posterior 
infarcts produce such changes maximally in Lead A, 
antero-lateral infarcts in Lead B, and septal infarcts 
in Lead C. The site of infarction, as confirmed at 
necropsy in 36 cases, agreed well with that predicted 
by the ABC leads. Some theoretical aspects concerning 
the relation between bipolar and unipolar limb leads, 
unipolar chest leads recorded with Wilson’s central 
terminal, and the ABC leads are discussed [but much of 
this is a recapitulation of well-known material]. 
A. Schott 


1050. Tracer Method for Localising Left-to-right Cardiac 
Shunts 


D. WEITZMAN and J. McAListTer. Lancet [Lancet] 2, 
1356-1357, Dec. 27, 1958. 3 figs., 9 refs. 


The various methods hitherto employed for the -pre- 
operative location of an intracardiac shunt are enumer- 
ated and their several disadvantages discussed. If a 
tracer substance is injected into the pulmonary artery its 
premature arrival in a right-sided heart chamber indicates 
the presence of a left-to-right shunt. At St. Bartholo- 
mew’s Hospital, London, the authors have used this prin- 
ciple to locate shunts in 10 patients, using radioactive 
phosphorus (32P) as the tracer. To introduce the 32P 
a single-lumen catheter is passed into the pulmonary 
artery. A second, double-lumen, sampling catheter is 
then inserted so that its distal aperture lies in the cardiac 
chamber thought to receive the shunt and its proximal 
aperture in the immediately proximal chamber. (If a 
patent ductus arteriosus is suspected the sampling and 
injection catheters are placed in opposite branches of the 
pulmonary artery.) Through both lumina of the samp- 
ling catheter a continuous suction pump draws blood 
past twin Geiger counters, the levels of radioactivity 
being continuously recorded from rate-meters. In 
carrying out the procedure 0-8 ml. or less of a suspension 
of the patient’s own erythrocytes labelled with 40 yc. of 
32P is rapidly injected into the pulmonary artery and the 
time interval between its arrival via the shunt and the 
normal circulation is read from the tracing. 

The authors claim that suction does not alter the extent 
of the shunt. They suggest that by the use of serum 
albumin labelled with the short-lived isotope of iodine, 
132], the dose and counting rate could be increased, so 
giving a smoother curve without increasing radiation 
exposure. They mention a case in which combined pul- 
monary and tricuspid valvular incompetence simulated 
atrial septal defect, but consider this mistake could be 
avoided by the addition to the erythrocyte suspension of 
azovan blue and the simultaneous recording of dye- 
dilution curves by ear oximetry. They were unable to 
test this alternative method because of lack of technical 
facilities. D. Emslie-Smith 
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CONGENITAL HEART DISEASE 


1051. The Relation of Medial Thickness of Small Muscu- 
lar Pulmonary Arteries to Immediate Postnatal Survival 
in Patients with Ventricular Septal Defect or Patent Ductus 
Arteriosus 

D. Heatu, H. J. C. Swan, J. W. DusHane, and J. E. 
Epwarps. Thorax [Thorax] 13, 267-271, Dec., 1958. 
2 figs., 3 refs. 


The authors, working at the Mayo Clinic, examined 
the lungs of 2 infants who died on the second day of life 
from pulmonary oedema due to left ventricular failure. 
In both instances there was a widely patent ductus arterio- 
sus, but as this is an almost universal finding in babies 
dying soon after birth it was considered that there must 
have been some additional reason for the heart failure, 
and the state of the small muscular pulmonary arteries 
was therefore investigated. In addition, the authors 
examined the lungs of 22 children with congenital heart 
disease and early pulmonary hypertension who had sur- 
vived the immediate postnatal period but died later, 
those cases being chosen in which there was an aorto- 
pulmonary or ventricular septal defect of sufficient size 
to equalize the systolic pressure in the pulmonary and 
systemic circulations, and of a control group of 26 
children, none of whom had suffered from any disease 
predisposing to pulmonary hypertension. In each case 
sections of the upper or lower lobes were studied and 
the thickness of the media and width of the lumen of 10 
to 20 pulmonary arteries less than 100 y in external 
diameter measured. The lumen:wall ratio was then 
calculated by dividing the width of the lumen by twice 
the thickness of the media and the mean value of this 
ratio was determined. 

In the control group the ratio rose progressively with 
age, the mean value in premature babies being 1-0:1, on 


* the first day of life 1-4:1, in the first month 2-3:1, from 


9 months to one year 8-4:1, and between one to 2 years 
8-0:1. In the group with congenital heart disease the 
ratio was above 3-0:1 in only 3 cases, although 16 of the 
22 children were over 9 months of age at death; in 4 of the 
7 children over 5 years of age it did not exceed 2-3:1 and 
in none was it over 4-8:1. On the other hand in the 2 
original cases of pulmonary oedema with patent ductus 
arteriosus the ratios were 3-6:1 and 4-5:1 respectively, 
the figures thus being higher than those found in normal 
children in the first month of life. 

The authors interpret their findings as follows. In the 
foetus the pulmonary and systemic circulations are in 
free communication. The pulmonary resistance is there- 
fore kept high to prevent blood from the right ventricle 
passing into the pulmonary artery, this probably being 
effected by constriction of the small pulmonary arteries. 
With obliteration of the ductus arteriosus after birth 
pulmonary resistance is allowed to fall and there is a 
progressive thinning of the media of the vessels. On the 
other hand in patients with congenital heart disease in 
whom the systemic—pulmonary communication is not 
abolished at birth the high pulmonary resistance is 
maintained and the small pulmonary arteries remain 
thick-walled. In the 2 cases originally studied it is postu- 
lated that there was an unduly rapid transition to 


the thin-walled, adult type of pulmonary artery. In the 
presence of a widely persistent ductus arteriosus the 
relatively thin-walled arteries were presumably unable 
to maintain a sufficiently high resistance, with the result 
that the lungs were flooded with blood, leading to pul. 
monary oedema and death. John Rendle-Short 


1052. The Treatment of Ventricular Septal Defect 

W. P. CLELAND, A. J. W. BEARD, H. H. BENTALL, M. B. 
BisHop, M. V. BRAIMBRIDGE, L. L. BROMLEY, J. F. Goop- 
WIN, A. HOLLMAN, W. F. Kerr, E. B. LLoyp-Jonss, 
D. G. MELRosg, and L. J. Tettvuo. British Medical 
Journal [Brit. med. J.] 2, 1369-1377, Dec. 6, 1958, 
7 figs., 13 refs. 


This article reports the experience gained at Hammer- 
smith Hospital (Postgraduate Medical School of Lon- 
don) in the treatment of ventricular septal defect by 
suture under direct vision in 21 cases, extracorporeal 
circulation being provided by the Melrose—N.E.P. pump 
oxygenator. In the 6 cases in which the condition was 
complicated by other lesions the mortality was 50%, but 
among the 15 uncomplicated cases there has been only 
one fatality. 

The clinical picture of ventricular septal defect is 
described, and the haemodynamic, electrocardiographic, 
and radiological findings in the authors’ 21 cases are 
reported. The flow ratio between pulmonary and sys- 
temic circulations varied between 1-1:1 and 5:1, and the 
pulmonary resistance was over 9 units (Wood, Diseases 
of the Heart and Circulation, London, 1956) in 8 cases. 
Associated lesions included 4 examples of persistent 
ductus arteriosus, a feature which, if not recognized or 
controlled, makes perfusion impracticable. Cases were 
accepted for surgery so long as the pulmonary resistance 
did not cause an obvious right-to-left shunt. It is 
pointed out that a low pulmonary:systemic flow ratio is 
not necessarily evidence of a small left-to-right shunt, 
but may indicate that pulmonary resistance is rising to 
such an extent that the shunt is on the point of reversal. 

The operative technique followed closely that described 
by other authors. A vertical incision was made to expose 
the heart, and the venae cavae controlled and catheter- 
ized and the femoral artery cannulated for connexion 
with the perfusion apparatus, which was calibrated to 
deliver 2:4 litres of blood per sq. m. of body surface. 


The right ventricle was then opened and cardiac arrest. 


induced by Melrose’s method (injection of 1 g. of 
potassium citrate in 50 ml. of blood into the base of the 
aorta proximal to a clamp). The resulting period of 
arrest, which averaged 24 minutes, gave ample time for 
the defect to be visualized and sutured or patched. The 
ventricular wall was then closed, care being taken t0 
exclude air, and coronary flow restarted, the effect of the 
potassium then passing off. When the heart was beating 
steadily the perfusion was slowed down, and finally 
stopped when the heart had taken over the circulatory 
function adequately. Perfusion time averaged 40 mit 
utes, 68 minutes being the longest period. Protamine 
was used to neutralize the initial heparinization of the 
blood. The techniques of anaesthesia and ventilation 
are fully described. 
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A very careful check on fluid balance was maintained 
throughout and after the operation to avoid depleting or 
overloading the circulation. Postoperative difficulties 
were not common, apart from obvious pulmonary and 
pleural complications, and heart block was the only 
special problem encountered. Transient block occurred 
in several cases, but only 2 patients developed permanent 
block, one of whom died. After operation there was 
usually a marked fall of pressure in the right ventricle 
and pulmonary artery, indicating that the overactive 
right heart had been the victim of excessive flow rather 
than high pulmonary resistance. But in a few cases in 
which previous evidence had pointed to substantial 
pulmonary resistance the pulmonary hypertension was 
slow to resolve. 

[This article is a most important contribution to the 
literature of cardiac surgery, in Great Britain in par- 
ticular. It is quite short, extremely succinct, and a 
credit to its 12 authors.] T. Holmes Sellors 


1053. Ventricular Septal Defect in Infants and Children. 
A Correlation of Clinical, Physiologic, and Autopsy Data 
D. C. Fyter, A. M. M. H. WITTENBORG, and 
A. S. Napas. Circulation [Circulation] 18, 833-851, 
Nov., 1958. 12 figs., 13 refs. 


At the Children’s Medical Center (Harvard Medical 
School), Boston, 98 cases of ventricular septal defect 
(V.S.D.) occurring in 48 boys and 50 girls were carefully 
analysed. The patients’ average age was 5-9 years, 20 
of them being under 2 and 6 over 12 years of age. About 
half of them were followed up for 1 to 13 (mean 5) years; 
in none was any clinical evidence found of the develop- 
ment or increase of existing pulmonary vascular disease 
inthat time. Late clinical deterioration was seen mainly 
in children with large left-to-right shunts without pul- 
monary vascular obstruction or pulmonary stenosis. 

In addition to the well-known signs of V.S.D. 72 of the 
patients had a low-frequency diastolic murmur. Incom- 
plete right bundle-branch block occurred in over half 
(54 cases). Four main physiological varieties are 
described. (1) Small uncomplicated left-to-right shunts 
causing mild symptoms; in these the pulmonary artery 
and left atrium tend to be normal and hilar dance is 
unusual. (2) Large uncomplicated left-to-right shunts 
which almost always produce a rumbling apical diastolic 
murmur and in which also a blowing early diastolic 
murmur is quite common; hilar dance and a large pul- 
Monary artery and left atrium are frequently found in 
these cases. (3) Cases in which additional pulmonary 
stenosis sometimes adds its characteristic murmur and 
quietens the second sound; in these the pulmonary artery 
and left atrium are rarely enlarged. (4) V.S.D. with pul- 
monary vascular obstruction; this results in a softer 
systolic murmur and signs of pulmonary hypertension 
and regurgitation, with a large pulmonary artery and left 
atrium, hilar dance, and evidence of pure right or com- 
> ventricular hypertrophy in the electrocardiogram 

CG). 

Study of the ECG is helpful in selecting patients 
Suitable for surgery. In the absence of pulmonary 
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stenosis the presence of pure right ventricular hyper- 
trophy is an almost absolute contraindication to opera- 
tion. Pure left ventricular hypertrophy occurs only, or 
almost only, in suitable candidates. In patients with 
combined ventricular hypertrophy cardiac catheterization 
is necessary to allow of a satisfactory decision. Children 
with large left-to-right shunts, with or without pulmonary 
stenosis, should be operated on if the pulmonary vascular 
resistance is below 6 units. [There is much interesting 
detail in this paper which, however, does not lend itself 
to abstracting.] D. Emslie-Smith 


1054. Patent Ductus Arteriosus with Pulmonary Hyper- 
tension Simulating Ventricular Septal Defect. Diag- 
nostic Criteria in Ten Surgically Proven Cases 

J. L. GONZALEZ-CERNA and C. W. LILLeHe!. Circulation 
[Circulation] 18, 871-882, Nov., 1958. 3 figs., 20 refs. 


This paper reports the findings in 10 patients aged 
2 to 20 years who had a patent ductus arteriosus 
and pulmonary hypertension as the sole lesion and were 
seen over a 2-year period at the University of Minnesota 
Hospitals, Minneapolis. All of them were referred by 
competent cardiologists (after catheterization studies) 
for surgical repair of a supposed intracardiac lesion. 
The chief cause of error in diagnosis was regurgitation of 
oxygenated blood from the pulmonary artery to the right 
ventricle. 

The authors point out that the features which should 
suggest the possibility of patent ductus are (1) a history 
of rubella in the mother during pregnancy; (2) a bound- 
ing pulse and raised pulse pressure in the peripheral 
arteries; and (3) a large, widely pulsating pulmonary 
artery. However, none of these features is infallible, 
and if doubt still remains retrograde aortography will 
usually decide the diagnosis. If at operation on a con- 
genital cardiac defect the aorta is found to be enlarged the 
region of the duct should be carefully inspected; they 
have found in 14% of cases operated on for closure of a 
ventricular septal defect that there was also a patent 
ductus, which was generally unsuspected before opera- 
tion. In such cases the patent ductus is usually wide 
and short, with thin, taut walls, and should therefore 
be divided rather than simply ligated. 

D. Emslie-Smith 


1055. Functional Diagnosis of Patent Ductus Arteriosus 
Studied by Cineangiocardiography in Fifty-three Cases 

F. L. Campeti, R. GRAMIAK, J. S. WATSON, and G. H. 
Ramsey. Circulation [Circulation] 18, 887-896, Nov., 
1958. 3 figs., 36 refs. 


From Rochester University School of Medicine, New 
York, the authors report the results of cine-angiocardio- 
graphy at 15 to 60 frames per second performed in the 
oblique position on 53 patients with patent ductus 
arteriosus and a number of normal subjects. Single- 
frame projection of the films enabled the width and the 
optical density of the pulmonary artery throughout the 
cardiac cycle to be measured. 

In the normal subjects the angiographic density of the 
pulmonary artery was usually greatest during the second 
cardiac cycle of the right-sided angiocardiogram and 
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was greater in the pulmonary trunk than in the branches. 
The density decreased in diastole, but this “‘ diastolic 
blanching ” was obvious to gross inspection only in the 
first two cycles. In contrast, in cases of patent ductus 
the diastolic blanching was 2 to 3 times greater than in 
the normal subjects and was visible to gross inspection 
in cardiac cycles later than the first two. It was observed 
that re-opacification of the pulmonary artery during the 
performance of left angiocardiography was also a diastolic 
event, and was the reciprocal aspect of diastolic blanching 
in the right angiocardiogram. It is stated that both 
appearances are caused by the diastolic component of 
the shunt flowing from the aorta to the pulmonary artery 
through the patent ductus. . D. Emslie-Smith 


CHRONIC VALVULAR DISEASE 


1056. Aortic Commissurotomy under Direct Vision 

W. S. Dye, O. C. JuLIAN, H. Javip, W. J. Grove, D. E. 
MoreEHEAD, and O. Prec. Annals of Surgery [Ann. 
Surg.| 148, 469-480, Sept., 1958. 5 figs., 34 refs. 


A number of workers have reported success in relieving 
aortic stenosis under direct vision through the aorta 
using hypothermia. In the earliest cases the operation 
was performed mainly for congenital lesions; the results 
were encouraging and the procedure has now been used 
for the relief of acquired stenosis. In this paper from the 
University of Illinois and St. Luke’s Hospital, Chicago, 
the authors report their experience in a series of 23 
patients operated on since October, 1955. The lesion 
was acquired in 18 cases (all of these being calcified) 
and congenital in 5. Most of the patients had significant 
symptoms. The method of selection of cases for opera- 
tion was based largely upon clinical assessment, with 
the aid of the radiological and electrocardiographic 
findings, though peripheral pulse pressure tracings, which 
were always obtained, provided valuable help in assess- 
ing the severity of the lesion. Left heart catheterization 
was carried out on 5 patients only, because the authors 
are not convinced that it gives an accurate index of the 
degree of stenosis. 

The technique was identical in all cases. By surface 
cooling the temperature was reduced to between 28° 
and 32°C. at the time of the actual operation on the 
valve. A median sternotomy, which the authors con- 
sider ideal for this operation, was employed in all cases. 
The vena cavae were occluded, and with the heart empty 
the aorta was cross-clamped and the proximal portion 
incised longitudinally. Valvotomy was carried out, a 
heavy curved haemostat being used as a dilater; in 5 
cases heavy curved scissors were required to cut the fused 
leaflets. The average time for the procedure was 14 to 
44 minutes. 

Of the 18 patients with acquired stenosis, 3 died during 
or soon after operation, but all 5 patients with congenital 
stenosis survived. Ventricular fibrillation occurred 
during the operation in one case only. [This is encourag- 
ing, since ventricular fibrillation is generally regarded as 
a definite hazard when hypothermia is used for aortic 
valvotomy.] Of the 15 surviving patients with acquired 


lesions, 9 obtained excellent results, 2 were improved, and 
3 derived no benefit from the operation; the remaining 
patient died 3 months after operation. In the 5 patients 
with congenital lesions the results were satisfactory; 
aortic incompetence was not a feature in any of them. 
W. P. Cleland 


1057. Biopsy of the Lung during Mitral Commissuro- 
tomy. (Biopsies pulmonaires au cours de la commis- 
surotomie mitrale) 

P. SoutiE and M. CARAMANIAN. Archives des maladies 
du ceur et des vaisseaux [Arch. Mal. Ceur] 51, sil 
Oct., 1958. 6 figs., 24 refs. 


Biopsy of the lingula pulmonis was performed on 222 
patients undergoing mitral valvotomy. There were 145 
cases of pure mitral stenosis, while the stenotic lesion 
was complicated by aortic insufficiency in 41 cases, mitral 
or tricuspid insufficiency in 24, and other valvular lesions 
in 12. 

The chief pulmonary parenchymatous change was 
emphysema, which was moderate in 88 cases and marked 
in 22; rarer was hypertrophic pulmonary reticulosis, 
this being moderate in 14 cases and intense in 16; both 
lesions were present in contiguous areas of the same 
Specimen in 48 instances. Haemosiderosis was absent 
in 55 specimens, slight in 51, moderate in 64, and intense 
in 52. The most important change, however, was in the 
arteries, in which thickening of the media with hyper- 
trophied muscle fibres was of greater significance than 


the more spectacular intimal thickening with diminished. 


vascular lumen. These changes were absent in 21 
instances, slight in 48, intense but segmental in 57, and 
marked and widespread in 96. The ratio between lumen 
and thickness of the wall of vessels between 50 and 150 
jt in diameter was under 2 in 57 cases, between 2 and 
4 in 133, and over 4 in 32. The precapillaries, observed 
in 127 cases, were normal in 14, moderately thickened 
in 73, and numerous and greatly thickened, with con- 
centric hypertrophy of smooth muscle fibres, distended 
endothelium, and diminished lumen, in 40. In an 
attempt to correlate the histological appearances with 
the clinical and radiological findings it was shown 
that pulmonary symptoms were slight in 43 cases, 
marked in 116, and very marked in 63. Thus the clinical 
findings bore little relation to the parenchymatous 
changes and none to haemosiderosis, but were closely 
related to the condition of the small muscular arteries 
and arterioles. 

The results of cardiac catheterization in 137 cases con- 
firmed the discordance between the parenchymatous 
changes and haemosiderosis and the close correlation 
of the former with the arterial lesions. Of 81 of these 
cases in which the pulmonary arterial pressure was below 
40 mm. Hg, the arterial lesions were slight in 29 instances, 
marked but segmental in 27, intense in 16, and absent 
in 9. In the remaining 56 cases, with a pulmonary 
arterial pressure above 40 mm. Hg, intense changes were 
invariably seen. Increasing severity of arterial lesions 
was also observed with increasing mean capillary pres- 
sure. The authors consider the pulmonary artery- 


capillary pressure-gradient to be the best means of 


judging the pulmonary arteriolar resistance (barrage). 
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nd In 89 cases in which this gradient was below 15 mm. Hg 
ing arterial lesions were absent, mild, or, if intense, segmental; 
nts in 34 in which the gradient was 15 to 30 mm. Hg the. 
ry; changes were more marked and rarely localized or slight; 
; while in 14 with a gradient above 30 mm. Hg the arteries 
1 were constantly affected, the lesions being severe and 
ro. | ’ generalized. Calculation of the pulmonary arterial 
1is- resistance in 102 cases showed that this was normal in 47, 
with significant alteration of the arterial tree in 7 cases, 
lies and moderately raised in 41 cases, with intense or seg- 
20 mental changes in 29, while of 14 cases with very high re- 
Ke sistance the arterial changes were intense and diffuse in 
13. Postoperative haemodynamic observations in only 6 
222 cases allowed of no firm conclusions being drawn, but 
145 tended to confirm that the prognosis is improved if the 
“ arterial lesions are slight. R. S. Stevens 
ons 
1058. A Statistical Comparison of the Prognosis in 
was Mitral Stenosis with and without Operation. (Comparai- 
ked son statistique entre le sort des mitraux opérés et non 
sis, opérés) 
oth E. DoNZELOT, R. HEIM DE BALSAC, P. SAMUEL, and E. 
ime BeypDA. Semaine des hdpitaux de Paris [Sem. Hop. 
ent Paris] 34, 2855-2858, Nov. 28, 1958. 3 refs. 
ae Between February, 1951, and May, 1954, commissuro- 
the tomy was performed on 165 patients at the H6pital 
pet Broussais, Paris, while in the same period a further 157 
han patients were, for various reasons, not operated on. 
hed. All 322 cases were then followed up until May, 1956— 
21 that is, for 20 months to 5 years. 
and Of the untreated patients, 120 showed some major 
pe and definitive contraindication such as mitral incom- 
150 petence, marked aortic incompetence, or cardiac failure; 
and fof these patients, 59 (50°%) have died and 61 survive, 39 
ved (33°%) with grave cardiac insufficiency, though in 21 (17%) 
ned there has been good compensation. Of 7 further cases 
0a which were temporarily inoperable, valvotomy has since 
\ded been performed in 3 and is to be performed in 3 others; 
a the seventh patient, a boy with recurrent rheumatism, 
with will probably become permanently inoperable. In an- 
ome other 11 untreated patients the stenosis was slight 
AS€, (mitral valve area greater than 2 sq. cm.); of these, 5 
ical are well, 4 have !ittle disability, one has recurrent attacks 
tous of pulmonary oedema, and one has died from pul- 
sely monary embolism. Such cases require frequent review 
ree because they may subsequently need operation, but 3 
patients in this group are aged 60 and many such 
Com patients probably do not seek medical advice. The most 
tous § instructive group who did not undergo commissurotomy 
ton consisted of 19 patients, of whom 18 refused or delayed 
hese operation and one died before preparation for operation 
clow § was complete; of these, 11 (58%) have died, 4 (21%) 
ICS, are now seriously ill and inoperable, and only 4 (21°%) 
sent remain as when first examined. All these patients were 
nary # selected for operation by the same criteria as those who 
were § agreed to operation. 
s10ns Of the 165 patients subjected to commissurotomy, 
pret 10 (6°%%) died during or immediately after operation, 
ery § 6 (3-6°%) in the following year or two, while 16 others 
a (9-7°%) derived no benefit (the operation was only explora- 


tory in 13). However, the remaining 133 (80%) have 
2A 
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all been improved and 100 of them have returned to 
normal life. It is to be noted that these figures include 
the earliest operations by this team; in 80 operations 
performed by two surgeons since September, 1954, the 
mortality has been nil. R. S. Stevens 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


1059. Direct-vision Coronary Endarterectomy for Angina 
Pectoris 


W. P. Lonomire, J. A. CANNON, and A. A. KatTtTus. 
New England Journal of Medicine [New Engl. J. Med.]} 
259, 993-999, Nov. 20, 1958. 6 figs., 10 refs. 


Between December, 1957, and March, 1958, direct- 
vision coronary endarterectomy was carried out on 5 
patients at the University of California Hospital, Los 
Angeles, who were suffering from incapacitating angina 
pectoris. All the patients had the classic symptoms of 
angina pectoris, but none showed evidence of myo- 
cardial infarction. In all the cases there were marked 
changes in the electrocardiogram (ECG) on exercise. 
The operation was planned on the basis of the following 
four premises: (1) that a patient with severe angina is 
likely to have complete occlusion of at least one of the 
three major coronary branches (right coronary artery, 
left anterior descending coronary artery, and the left 
circumflex coronary artery); (2) that usually only a short 
segment of artery is occluded near its origin; (3) that 
the arteries distal to the occlusion are patent; and (4) 
that it is technically possible to perform an endarterec- 
tomy on vessels of the size of human coronary arteries. 
The operation was performed through a bilateral anterior 
thoracotomy incision. The occluded vessel was opened 
through a 1-cm. longitudinal incision and endarterec- 
tomy carried out, a special intimal stripping loop and 
an adjustable elevator being used. The intimal core was 
stripped until a free flow of blood was obtained both 
proximally and distally, and after a small’ amount of 
powdered heparin had been placed in the lumen of the 
vessel the incision was closed with a running suture. 
Pulsation was observed in the distal part of the artery. 
Of the 4 surviving patients, pain was completely relieved 
in 2 and the frequency and intensity of anginal attacks 
were greatly reduced in 2. In all 4 cases there was a 
striking improvement in the ECG taken during 
exercise. R. L. Hurt 


1060. A Means of Lowering Elevated Blood Cholesterol 
Levels in Patients with Previous Myocardial Infarction 
L. E. Mettzer, A. A. BOCKMAN, and G. H. BERRYMAN. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 236, 595-602, Nov., 1958. 19 refs. 


The results of numerous investigations carried out on 
different populations and social groups have suggested 
that a high level of dietary fat is correlated with a high 
incidence of coronary disease. Also the mean blood 
cholesterol and lipoprotein levels of patients with 
coronary disease have been found to be higher than 
those of healthy controls, although individual results 
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vary greatly. It has been further demonstrated experi- 
mentally that a fall in the blood cholesterol level follows 
the consumption of unsaturated fats. 

With these findings in mind the authors have carried 
out, at the General Hospital, Philadelphia, a study of 
blood cholesterol levels in 28 policemen and firemen of 
the City of Philadelphia ranging in age from 36 to 53, 
all of whom had had myocardial infarction and there- 
after had been employed on sedentary work. After a 
period varying from 6 to 12 months during which the 
daily dietary intake of fat was kept constant at one of 
three levels—(1) less than 50 g. (10 patients), (2) between 
50 and 100 g. (8 patients), and (3) between 100 and 
150 g. (10 patients)—estimation of the blood cholesterol 
level showed that this was still consistently raised above 
the accepted normal value and that in each individual 
the level did not vary by more than 40 mg. per 100 ml. 
During the next 3 months they received 4 tablespoonfuls 
daily of a safflower-oil mixture, containing in each 
tablespoonful (15 ml.) 300 mg. of sitosterol, 1 mg. of 
pyridoxine, and 9-8 g. of safflower oil containing 20 mg. 
of vitamin E. During a further 3 months half this dose 
was given. The oil mixture, which supplied about 90 
Calories per tablespoonful, was taken with the meals, 
and reduced appetite. Blood cholesterol levels were 
determined monthly and changes of more than 40 mg. 
per 100 ml. were considered significant. 

In every case a fall in blood cholesterol level 
occurred, the reduction being highly significant for all 
except 5 patients in Group 3 (the high-fat group). The 
average fall in the blood cholesterol level in Group 1 
was 72 mg. per 100 ml. (from an initial level of 323 mg. - 
per 100 ml.); in Group 2 it fell by 59 mg. per 100 ml. 
(from 297 mg. per 100 ml.); and in Group 3 by 49 mg. 
per 100 ml. (from an average of 302 mg. per 100 ml.). 
There was a considerable mean weight gain (64 Ib; 2:8 
kg.) in patients in Group 3, but little change in weight in 
the others. It is concluded that in these patients the 
inclusion in the diet of the safflower-oil mixture proved 
effective in reducing the blood cholesterol level, espe- 
cially in combination with a daily fat intake of less than 
100 g. David Phear 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


1061. Cardiac Arrhythmias Associated with the Repair 
of Atrial and Ventricular Septal Defects 

R. Sasaki, E. O. THemLen, L. E. JANuarRy, and J. L. 
EHRENHAFT. Circulation [Circulation] 18, 909-915, 
Nov., 1958. 6 figs., 4 refs. 


Ventricular fibrillation was a frequent complication 
in the repair of atrial septal defects under hypothermia 
{in the Division of Thoracic Surgery, State University 
of Iowa College of Medicine]. It occurred in 25 of 60 
patients and was related to the extent of body cooling 
as well as the length of circulatory occlusion. Restora- 
tion of sinus rhythm was accomplished in all but 2 
patients who had pulmonary hypertension. 30% of 
those patients operated upon successfully for the closure 
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of atrial defects developed supraventricular rhythm dis- 
turbances 3 days to 8 months after operation. Supra- 
ventricular tachycardias predominated. 

Ventricular fibrillation occurred during operation in 
9 of 48 patients operated on for ventricular septal 
defects. Sinus rhythm was restored in all but one. 
Coronary air embolism may have initiated ventricular 
fibrillation in 2 patients. Paroxysmal supraventricular 
tachycardia responding to digitalization was a common 
occurrence during the first 24 hours after closure of ven- 
tricular septal defects. However, disturbances of 
rhythm have not appeared later in the convalescent and 
postoperative period as they have in the patients with 
atrial septal defects —[Authors’ summary. ] 


The Treatment of Auricular Arrhythmias with 
Deslanoside 

I. S. Eskwitu and T. F. FoGarty. American Journal of 
Cardiology [Amer. J. Cardiol.] 2, 579-585, Nov., 1958. 
3 figs., 12 refs. 


At St. Vincent’s Hospital, Bridgeport, Connecticut, 
13 patients were successfully treated with deslanoside 
(desacetyl-lanatoside C; cedilanid-D) for atrial arrhyth- 
mias. In 4 cases of atrial fibrillation the drug was 
effective in rapidly reducing the ventricular rate. In 
another group which consisted of 3 cases of atrial fibrilla- 
tion, 2 each of atrial flutter and atrial paroxysmal tachy- 
cardia, and one each of nodal paroxysmal tachycardia 
and numerous atrial extrasystoles, normal sinus rhythm 
was restored. In most instances 0-8 mg. was given 
intravenously (occasionally intramuscularly), followed 
at 2- to 4-hour intervals by 0-2 to 0-4 mg. until the 
desired effect was attained or a total dose of 1-6 mg. 


reached. A. Schott 
HYPERTENSION 

1063. Adrenalectomy for Severe Mypertension. A 

Follow-up Report 


R. F. Bowers and F. H. Knox. A.M.A. Archives of 
Surgery [A.M.A. Arch. Surg.| 77, 699-702, Nov., 1958. 
2 refs. 


A follow-up report is presented on the results of sub- 
total adrenalectomy carried out in cases of severe hyper- 
tension at Kennedy Hospital, Memphis, Tennessee. 
Altogether, 35 patients have been so treated, with 8 
postoperative deaths, but since effective hypotensive 
drugs have become available the operation has been 
reserved for patients who are intolerant of such drugs 
(and usually seriously ill). The report is therefore mainly 
confined to the 28 patients operated upon before drug 
treatment was adopted, of whom 22 survived the 
operation and 9 were still alive 4 to 64 years later. Some 
reduction of blood pressure was achieved in 70°% of all 
cases treated. It was found that weakness, nausea, and 
vomiting were often present for many days after opera- 
tion before the blood pressure fell to “a hypotensive 
level’, and increasing doses of cortisone and salt might 
be required if death from uncontrollable hypoadrenalism 
was to be avoided. After the blood pressure had fallen 
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the dosage could be diminished, but maintenance treat- 
ment is always difficult after adrenalectomy for hyper- 
tension and the dosage of cortisone must be increased 
during hot weather or intercurrent illness. 

In those patients whose blood pressure was not reduced 
there seemed to be little change in the course of the dis- 
order, but 6 of the other patients have survived more than 
6 years and the authors therefore feel that the operation 
may still find an occasional place in the treatment of 
hypertension where medical means have failed. 

J. McMichael 


1064. The Effectiveness of Long-term Treatment of 
Malignant Hypertension 

H. P. Dustan, R. E. SCHNECKLOTH, A. C. CORCORAN, 
and I. H. Pace. Circulation [Circulation] 18, 644-651, 
Oct., 1958. 1 fig., 9 refs. 


The authors report, from the Cleveland Clinic Founda- 
tion, Ohio, a study of 84 patients (56 male and 28 female, 
average age 46 years) in whom the syndrome of malig- 
nant hypertension was present when they were first seen 
between 1951 and 1958. Occlusive lesions of the major 
renal arteries were found in 4 patients, in 3 of whom 
there was a remission of hypertension following nephrec- 
tomy. The remaining 81 patients (including the patient 
who did not benefit from nephrectomy) were treated with 
the hypotensive drugs then available, either singly or in 
combination. The present study is concerned with those 
patients who survived for more than 3 months from the 
time the diagnosis was established, the period of observa- 
tion ranging from 3 months to 7 years. 

During this 7-year period, 52 of the 84 patients died, 
the cause of death being pneumonia in 8, acute or slowly 
progressive renal failure in 22, and complications of 
atherosclerosis in 22 (cerebral haemorrhage in 13, 
myocardial infarction in 7, and ruptured aortic aneurysm 
in 2). It was considered that the 8 deaths attributable 
primarily to interstitial pneumonia were a complication 
of treatment with hexamethonium. 

A review of the literature showed that before the 
introduction of hypotensive drugs only 10 to 20% of 
patients with malignant hypertension survived for one 
year. It was, in fact, exceptionally rare for untreated 
patients to live for more than 4 or 5 years, and most were 
dead or totally disabled by the end of 1 or 2 years. In 
the present series the results of treatment with hypo- 
tensive drugs were encouraging, 70°% of patients surviving 
one year, 50° 3 years, 33% 5 years, and 26% 6 years. 

A. G. Freeman 


1065. The Effect of Treatment on Mortality Rates in 
Severe Hypertension. A Comparison of Medical and 
Surgical Regimens 

H. M. Perry and H. A. ScHRoEDER. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 102, 
418-425, Sept., 1958. 2 figs., 18 refs. 


In this study reported from Barnes Hospital (Washing- 
ton University School of Medicine), St. Louis, the fate of 
209 non-uraemic adult patients with hypertension who 
had been treated with hexamethonium chloride and 
hydrallazine hydrochloride was determined exactly 4 
years after the beginning of treatment in each case. 
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The patients were placed, on the basis of their preyreat- 
ment clinical status, into either Group 3 or Group 4 of 
the classification proposed by Smithwick et al. (J. Amer. 
med. Ass., 1956, 160, 1023; Abstr. Wid Med., 1956, 
20, 198), details of which are supplied. The mortality 
in each group (and two sub-groups) was then compared 
with that in Smithwick’s comparable group of patients 
treated by sympathectomy and in various series of un- 
treated patients reported in the literature. 

Of 77 of the 79 patients allocated to Smithwick’s 
Group 3 and traced at follow-up, 69 (87°%) were known 
to be alive and 8 (10%) to have died; 19% of 115 
patients in Smithwick’s comparable series treated by 
sympathectomy and 58°% of 59 untreated patients had died 
within 4 years. Of the 130 patients classified in Group 4, 
81 were still alive after 4 years and 47 (43°) had died | 
compared with a mortality rate of 48°% among 96 patients 
treated surgically and 879% among 62 untreated patients. 
Since none of Smithwick’s surgically treated patients 
were azotaemic, the same figure can be used for com- 
parison with the authors’ 47 non-azotaemic patients 
treated medically, of whom 33% died within 4 years. 
Furthermore, if the patients who discontinued treatment 
against advice are excluded the 33°% mortality is reduced 
to 23%. Of the 130 patients placed in Group 4, 82 had 
malignant hypertension, and 50°%% of these died within 
4 years compared with 98% of 146 untreated patients 
and between 60 and 83°%% of 156 patients treated with a 
rice-and-fruit diet. For comparison of rates among 
those with malignant hypertension treated medically with 
those treated surgically, only the non-azotaemic patients 
in the former subgroup should be considered; on this 
basis 369% of 47 non-azotaemic malignant hypertensives 
died within 4 years, compared with a 4-year mortality 
of 72% among 130 patients treated by surgery in one 
series and 48°% among 114 patients so treated in another 
series. 

Omitting non-cooperative patients, the over-all figures 
for 4-year mortality are 7°% for patients in Group 3 and 
21% for non-azotaemic malignant hypertensive patients 
treated medically. These rates are less than half those 
for comparable series treated surgically. In the medi- 
cally treated patients the best results were obtained in 
cooperative white patients whose blood pressure was 
controlled initially by drugs, and the prognosis became 
increasingly good in those who survived the first year of 
treatment. The prognosis was related to race (negroes 
faring less well), but not to sex, age, or economic status. 

[The results are subject to the criticisms applicable to 
any retrospective study which utilizes the data of other 
workers. ] J. Warwick Buckler 


1066. Studies on Serum Lipids and Lipoproteins in 
Hypertension. [Monograph, in English] 

E. Waris. Acta medica Scandinavica [Acta med. scand.] 
161, Suppl. 337, 1-79, 1958. 5 figs., bibliography. 

1067. Nephrogenic Hypertension. [Monograph, in 
English] 

P. I. TUOVINEN and A. PAALANEN. Annales chirurgiae 


et gynaecologiae Fenniae [Ann. Chir. Gynaec. Fenn.] 47, 
Suppl. 82, 1-20, 1958. 27 refs. 
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1068. Massive Corticosteroid Therapy in the Manage- 
ment of Resistant Thrombocytopenic Purpura 

A. S. WeIsBERGER and L. G. SUHRLAND. American 
Journal of the Medical Sciences [Amer. J. med. Sci.| 236, 
425-433, Oct., 1958. 4 figs., 9 refs. 


A trial of large doses of prednisolone in the treatment 
of patients with thrombocytopenia who had failed to 
respond to normal doses of steroids is described in 
this paper from the University Hospitals and the Western 
Reserve University School of Medicine, Cleveland, 
Ohio. 

Prednisolone was administered in five to ten times 
the standard therapeutic dosage to 14 patients suffering 
from thrombocytopenia, including 2 with idiopathic 
thrombocytopenic purpura which had not responded to 
splenectomy, 2 with disseminated lupus erythematosus, 
2 with metastatic carcinoma, 2 with chronic leukaemia, 
one with Hodgkin’s disease, and 3 with aplastic anaemia. 

In 8 of the 14 patients there was an excellent response, 
the platelet count becoming normal. The most import- 
ant factor in obtaining a good therapeutic response was 
the presence of an adequate number of megakaryocytes 
in the bone marrow. The authors point out, however, 
that the absence of demonstrable megakaryocytes does 
not necessarily rule out the possibility of a good response 
because of sampling errors inherent in the technique of 
marrow aspiration. As expected, patients with aplastic 
anaemia did not respond to treatment. No platelet 
agglutinins or platelet antibodies were demonstrated in 

. any of these cases. The platelet count usually returned 
to thrombocytopenic levels when the dosage of the 
steroid was reduced to ordinary therapeutic levels. 
Finally, the authors state that the risks involved in 
administration of large doses of steroids “are quite 
acceptable ... when continuing bleeding threatens life 
or when surgery is urgently required in patients with 
severe thrombocytopenia ”’. A. S. Douglas 


1069. Filtered Liquid Plasma for Transfusion 
D. Exuis and H. A. F. Dubey. Lancet [Lancet] 2, 
1355-1356, Dec. 27, 1958. 9 refs. 


Of the various methods available for the processing of 
human plasma for transfusion in order to inactivate the 
virus of homologous serum jaundice, the simplest 
consists in 6 months’ storage at 30 to 32° C. before use. 
This gives satisfactory inactivation, but the end-product 
is cloudy, making visual detection of bacterial contamin- 
ation difficult. The authors describe a technique evolved 
at the South-East Scotland Regional Blood Transfusion 
Centre which makes use of the kaolin treatment described 
by Maizels (Lancet, 1944, 2, 205) and gives a clear end- 
product in which the opacity caused by bacterial growth 
is obvious on inspection. Pools of liquid plasma (1,800 
ml.) from out-of-date bank blood collected in standard 
acid-citrate-dextrose solution are mixed with 120 g. 


of kaolin in sterile Winchester bottles. The kaolin jg 
sedimented by single freezing and thawing, the plasma 
pooled, filtered through clarifying and sterilizing pads, 
and stored for up to 6 months at 32°C. to inactivate 
the virus of hepatitis. After storage, during which some 
flocculent protein is precipitated, the kaolin treatment, 
freezing, and filtration are repeated and the plasma dis. 
tributed in 400-ml. lots. Sterility tests are carried out at 
all stages. 

The liquid plasma remains clear and translucent except 
for a slight trace of flocculent precipitate which does not 
interfere with the detection of bacterial contamination by 
inspection. The final product contains 3:5 to 4% of 
protein and its pH is 6-5 to 7. The loss of protein by 
occlusion in the kaolin amounts to about 12% by 
volume. 

In preliminary clinical trials 5-2 litres of the material 
have been transfused into a single recipient over a period 
of 6 weeks without any adverse effect. Attempts are 
being made to attain a final protein concentration of 
75%. The product can be freeze-dried. The method 


appears to be safe, economical, and convenient, but the 
final product lacks all clotting factors. 


F. Hillman 


NEOPLASTIC DISEASES 


1070. Pericarditis as an Early Sign of Méediastinal 
Involvement in Systemic Neoplastic Disease of the Lympho- 
reticular Tissues. (La pericardite, quale segno precoce 
di localizzazione mediastinica nelle affezioni neoplastiche 
sistemiche del tessuto linforeticolare) 

L. DuGHERA, A. MEDA, and V. NAzzi. Minerva medica 
[Minerva med. (Torino)] 49, 4201-4217, Nov. 14, 1958. 
35 figs., 20 refs. 


In neoplastic disease of the lympho-reticular tissues 
the cardiovascular system is generally involved indirectly 
in the terminal phase of the illness. This paper from 
the University of Turin draws attention to the fact that 
direct involvemen: of the heart, and particularly of the 
pericardium, may occur in the initial stages and may 
be of diagnostic significance. Thus in Hodgkin’s disease 
there may be massive infiltration of the epicardial 
tissues, which in exceptional cases may cause chronic 
constrictive pericarditis. 

Cases in which exudative pericarditis has been of diag- 
nostic value in the early stages of such conditions as 
acute leukaemia, Hodgkin’s disease, reticulosarcoma, 
and lymphosarcoma have been relatively rarely reported 
in the literature, but the present authors have observed 
6 such cases—one of reticulosarcoma, 3 of Hodgkin's 
disease, and 2 of acute leukaemia—in a period of 3 
years. In all of these the common feature was early 
involvement of the pericardium, and this sign preceded 
any haematological, radiographic, or histological evr 
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dence of systemic neoplastic disease of the’ lympho- 
reticular tissues. In all but one of the 6 cases the 
exudative pericarditis was at first an isolated sign, 
suggesting that it was of ,idiopathic, tuberculous, or 
rheumatic origin, there being no radiological evidence 
of a mediastinal mass. In the one exceptidn, a fatal 
case Of Hodgkin’s disease, initial radiographs showed 


aparatracheal mass on the left side and enlargement of the ° 


cardiac shadow. In all cases the electrocardiogram 
showed abnormalities characteristic of ventricular dis- 
turbance. That the pericarditis was not tuberculous 
was deduced chiefly from the lack of response of the 
serofibrinous exudate to injection of streptomycin into 
the pericardial sac and the absence of tubercle bacilli in 
the exudate, while a rheumatic origin was excluded by 
the failure of antirheumatic therapy and lack of response 
to cortisone and ACTH, together with the presence of 
splenomegaly and enlarged lymph nodes. The definitive 
signs of lymphoreticular neoplasm, including the charac- 
teristic blood picture, always appeared later than the 
acute pericarditis. In cases in which pericardial para- 
centesis was performed the presence of atypical cells 
and the haemorrhagic nature of the fluid were valuable 
aids in the differential diagnosis. 

The progress of the pericarditis was either rapidly pro- 
gressive to a fatal outcome and resistant to all forms of 
therapy, as in 4 of the 6 cases described, or it was more 
protracted and less severe, as in 2 cases of Hodgkin’s 
disease which showed considerable improvement under 
x-ray therapy, with complete regression of the pericardial 
symptoms. It is therefore concluded that all cases of 
pericarditis of rapid development accompanied by fever, 
cachexia, splenomegaly, and adenopathy which are un- 
influenced by appropriate therapy should always arouse 
suspicion of involvement secondary to leukaemia, 
Hodgkin’s disease, or reticulosarcoma. 
Ethel Browning 


1071. A Comparative Study of Two Regimens of Com- 
bination Chemotherapy in Acute Leukemia 

E. Ill, J. F. HoLtanp, M. A. SCHNEIDERMAN, 
D. PinkeL, G. SELKIRK, E. J. FREIREICH, R. T. SILVER, 
G. L. Gotp, and W. RecGetson. Blood [Blood] 13, 
1126-1148, Dec., 1958. 7 figs., 21 refs. 


It has been observed that administration of two anti- 
metabolites, one daily and one at intervals of 2 to 4 
days, is the most effective schedule for treating mouse 
leukaemia early after transplantation, but for treatment 
late after transplantation daily administration of both 
substances gives the best results. In an attempt to 
establish whether or not these experimental observations 
are applicable to acute leukaemia in man a controlled 
clinical trial was undertaken at four different hospitals 
in the U.S.A. Two groups of patients with acute leu- 
kaemia (65 in all) were chosen at random so that each 
was composed of nearly equal numbers of comparable 
cases; both groups were given 6-mercaptopurine in 
a dosage of 3 mg. per kg. body weight daily, while one 
group received amethopterin (“‘ methotrexate”) in a 
dosage of 2:5 mg. daily and the other 7-5 mg. every third 
day, the total dose of this substance thus being the same 
in both groups. Drug therapy was continued until 
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evidence of toxicity occurred. The series included 34 
children under the age of 15 and 9 adults with acute 
lymphocytic leukaemia, and 5 children and 17 adults 
with acute myelocytic leukaemia. 

No differences were observed in the frequency of re- 
mission, length of time from onset of treatment to onset 
of remission, extent of remission, number of days before 
toxicity developed, or the qualitative manifestations of 
toxicity between the two groups. All remissions (14) 
among the children occurred in those with acute lympho- 
cytic leukaemia, whereas among the adults the 5 re- 
missions occurred in the 17 with acute myelocytic leu- 
kaemia. The frequency of remissions, either partial or 
complete, was higher in children, but their duration was 
shorter. In those patients who had had previous anti- 
metabolite treatment the extent (though not the fre- 
quency) of remission was less than in patients previously 
untreated; in the latter the duration of the disease did 
not influence the response to therapy. Toxic manifesta- 
tions, of which lesions in the mucous membranes were 
the most common, occurred as frequently and were 
as severe in those patients who had a remission as in 
those who had no remission. Of the 17 patients dying 


‘during the study, 5 died with hypoplastic bone marrow, 


which was ascribed to the toxic effects of the drugs. 
It was apparent that the larger the total dose of anti- 
metabolites that could be tolerated, the greater the 
frequency of remission and the longer the period of 
survival after treatment. The median survival time 
of patients who had a remission was longer than that 
of patients who had no remission; for the children 
this period was 12 months, and for adults it was 
7 months. A. Ackroyd 


ANAEMIA 


1072. Studies of Congenital Hemolytic Syndromes. 
I. Rates of Destruction and Production of Erythrocytes in 
Thalassemia 

M. E. ERLANDSON, I. SCHULMAN, G. STERN, and C. H. 
SmitH. Pediatrics [Pediatrics] 22, 910-922, Nov., 1958. 
1 fig., 42 refs. 


The authors have studied, at New York Hospital- 
Cornell Medical Center, the roles of haemolysis, erythro- 
cyte production, and haemoglobin synthesis in the 
pathogenesis of Cooley’s anaemia in 10 children suffering 
from the homozygous form of this disease, all of whom 
were in a state of haematopoietic equilibrium. Splenec- 
tomy had been performed in 2 cases but not in the others, 
and 3 of the patients were suffering clinically from the 
intermediate form of the anaemia. The data were 
obtained by a study of the survival of erythrocytes 
labelled with radioactive chromium. It was found that 
the rate of destruction of erythrocytes varied from 3-1 
to 11-5 times the normal rate, but the degree of anaemia 
could not be correlated with the rate of destruction alone 
or with the percentage of foetal haemoglobin. The rates 
of production of erythrocytes and of haemoglobin were 
greater than normal, but lower than in other forms of 
haemolytic anaemia. This relative inhibition had a 
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greater effect on haemoglobin synthesis than erythrocyte 
production. 

It is concluded that i in Cooley’s anaemia the degree of 
anaemia depends on a balance between the rates of 
destruction and of production, neither alone being the 
decisive factor. The “ compensation index” (that is, 
the rate of production divided by the rate of destruction 
of erythrocytes), which is a measure of the final haemato- 
logical status of each patient, was lowest in the severe 
forms of the disorder and higher in the intermediate 
forms and in the 2 splenectomized patients. Since in 
these last no pre-splenectomy data were available, how- 
ever, the effect of the operation on the production of 
blood components could not be determined. It is 
pointed out that many patients with the more severe 
forms of Cooley’s anaemia could not be studied because 
of blood transfusion requirements. It is probable, how- 
ever, that in such patients the compensation index would 
be still lower. 

[The original paper should be consulted for technical 
details. ] J. L. Markson 


1073. Thymidine in Megaloblastic Anaemia 
G. H. Spray and L. J. Witts. Lancet [Lancet] 2, 869- 
871, Oct. 25, 1958. 8 refs. 


Contradictory reports have been published concerning 
the ability of thymidine to stimulate haematopoiesis in 
pernicious anaemia. The present authors state that 
the intramuscular injection of 250 to 500 mg. of thy- 
midine daily for 8 to 14 days to 5 patients with pernicious 
anaemia in relapse and one with megaloblastic anaemia 
due to dietary deficiency produced no well-defined 
haematopoietic effect. In one case there was a 
slight reticulocytosis (to 6-8°%) and in another a slight 
rise in the erythrocyte count and haemoglobin level. 
In contrast all these patients subsequently responded 
well to the administration of vitamin B;2. In the case 
of the patient with nutritional megaloblastic anaemia, 
in whom 500 mg. of thymidine daily for 10 days had been 
without effect, a prompt response was later obtained to 
folic acid. A. Brown 


1074. Megaloblastic Anaemia of Pregnancy and the 
Puerperium 

C. Gites and E. M. SHutrLewortH. Lancet [Lancet] 
2, 1341-1347, Dec. 27, 1958. 9 figs., 37 refs. 


The high incidence of anaemia and the relatively high 
proportion of cases with a megaloblastic marrow in 
women attending the antenatal clinics of the Limes 
Maternity and City General Hospitals, Stoke-on-Trent, 
led the authors to undertake an investigation to determine 
the actual incidence of megaloblastic anaemia among 
pregnant women, to establish a routine for its diagnosis, 
and to clarify its aetiology. 

Among 474 patients who underwent sternal puncture 
the bone marrow was megaloblastic in 90. Of these 
patients, 83 were delivered in hospital. ‘“‘ The incidence 
of megaloblastic anaemia of pregnancy in the present 
‘series was, therefore, one in 39 hospital confinements, or 
2-8%.” The blood picture in about’two-thirds of the 


cases closely resembled that of pernicious anaemia, but 
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the degree of anaemia was not always reflected in the 
number of megaloblasts in the marrow, and in those 
cases in which the marrow was not indubitably megalo- 
blastic the diagnosis was made “* only if the serum-iron 
was raised initially ” and if there was a good response to 
folic acid.” The haemoglobin levels ranged from 12 to 
65% (100% =14-8 g. per 100 ml.); in 7 out of 8 cases 
with a haemoglobin level of less than 30° the marrow 
was megaloblastic. The peak reticulocyte response to 
folic acid was between 10 and 20% in the majority of 
cases. A striking finding was the high serum iron level 
observed in 63-5°%% of the patients with megaloblastic 
anaemia, in one of whom it reached 420 jg. per 100 mi. 
(average normal 104 yg. per 100 ml., falling to 60 pg. 
per 100 ml. in pregnant women at term), but this fell 
rapidly (within 72 hours) after the institution of folic acid 
therapy. Achlorhydria was present in 26 out of 67 
cases. Deficient fat absorption with consequent folic 
acid deficiency was not considered to be a common cause 
of the condition, and no definite seasonal prevalence was 
observed. The age distribution confirmed the greater 
prevalence of megaloblastic anaemia in the higher age 
groups, although the mean age (28-9 years) was somewhat 
lower than that reported by other workers (30-8 to 33 
years); there was also some indication of a higher inci- 
dence in multiparae and in women giving birth to twins. 
The time of onset varied from the 29th to the 40th week 
of gestation, but in 6 cases the condition was not recog- 
nized until after the delivery of a premature infant. 

All patients with megaloblastic bone marrow responded 
well to folic acid, but poorly to vitamin By. They 
showed a high incidence of anorexia, and inquiry showed 
that in 42°%% of cases the diet during pregnancy had been 
inadequate, especially in regard to meat. It is concluded 
that the main factors in the aetiology of megaloblastic 
anaemia of pregnancy are deficiency of animal protein 
and malabsorption of folic acid, these possibly becoming 
acute as the result of foetal demands. It is recommended 
that folic acid should be given in all cases of anaemia in 
late pregnancy which do not promptly respond to iron. 
Ethel Browning 


1075. Absorption of Vitamin B,2 in Pernicious Anaemia. 
Defective Absorption Induced by Prolonged Oral Treat- 
ment 

M. SCHWARTZ, P. Lous, and E. MEULENGRACHT. Lancet 
[Lancet] 2, 1200-1203, Dec. 6, 1958. 22 refs. 


It is now well recognized that the absorption of vita- 
min B,2 (cyanocobalamin) by patients with pernicious 
anaemia is reduced following its prolonged oral adminis- 
tration in combination with purified hog pyloric mucosa. 
At Bispebjerg Hospital, Copenhagen, the authors, using 
the Schilling test, have studied the effect on the absorp- 
tion of vitamin B;2 in such cases of treatment with the 
vitamin and various preparations of hog pyloric mucosa. 
In tests on 17 untreated patients with pernicious anaemia 
and 3 who had received treatment only by injection 
vitamin B;2 was absorbed normally when given together 
with 100 mg. of hog pyloric mucosa. However, in tests 
on patients who had been treated for 3 months to 4 years 
with a combined preparation of vitamin B,2 with hog 
pyloric mucosa (“ bendogen ”’ or “ cycoplex ”’) given by 
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mouth absorption was found to be blocked in 11 out of 
16 cases. Similarly, absorption was blocked in 5 out of 
7 patients who had been treated with both crude hog- 
stomach preparations (“ pylorin”’ or exopylorin and 
the newer combined preparations by mouth. Incontrast, 
absorption was normal in 8 of 10 patients who had been 
treated with the older preparations only for more than 10 
years. Periodic tests by the Schilling method on 6 
patients showed that the block developed after about 12 
months of oral treatment with cycoplex. The block 
could be partly overcome by administration of very large 
doses of hog pyloric mucosa (3,500 mg.), but was un- 
affected by treatment with aureomycin or with predni- 
solone (20 mg. a day). Blockage of vitamin-B,2 absorp- 
tion was still present when hog pyloric mucosa was 
replaced by that of the wild boar, a closely related species, 
but was removed when 50 ml. of rat gastric juice was 
given instead. Absorption was normal when vitamin 
Bj. was given together with human intrinsic factor, but 
remained defective even in the presence of additional 
human intrinsic factor when the vitamin was given in 
the form of a complex with hog pyloric mucosa. The 
authors consider the cause of the blockage to be an anti- 
body to hog pyloric mucosa showing some species 
specificity. M. Lubran 


1076. Absorption of Orally Administered Vitamin B,2 
in Pernicious Anaemia 

J. N. M. CHALMERS and N. K. SHINTON. Lancet [Lancet] 
2, 1298-1302, Dec. 20, 1958. 4 figs. 38 refs. 


In continuation of work previously reported (Chal- 
mers and Hall, Brit. med. J., 1954, 1, 1179; Abstr. Wid 
Med., 1954, 16, 219) the authors, working at the Queen 
Elizabeth Hospital, Birmingham, have carried out a 
short-term study in which vitamin B,2 (cyanocobala- 
min) was given orally in various dosages for 15 days to 
patients with pernicious anaemia in relapse. Of 13 
patients who received 20 to 200 yg. of the vitamin per 
day, 10 showed a haematological response which was 
variable but often quite remarkable; of the other 3, one 
receiving 100 yg. daily had a delayed response (at 21 
days) and 2 failed to improve within the 15 days and were 
given other treatment. In only one out of 7 cases in 
which the serum vitamin-B;2 level was determined was 
it normal by the 15th day. Of 8 patients given doses 
of 500 zg. per day, all showed a prompt and satisfactory 
haematological response and in all the serum vitamin-B;2 
level was normal by the 10th day. 

In a long-term study maintenance doses of vitamin B,2 
were given by mouth to 12 patients. All of 3 patients 
taking 50ug. per day for 21 to 50 months had a normal 
blood count at the end of 2 months, but none maintained 
a satisfactory serum vitamin-B;2 concentration through- 
out the period of treatment and in one the haemoglobin 
value and erythrocyte count fell slightly after 45 months. 
Of the other 9 patients, who received 100 to 500 yg. per 
day for periods of 6 to 26 months, all reached and main- 
tained normal serum vitamin-B;2 levels, although 3 
showed subnormal haemoglobin values (in one case 
probably owing to default in following the treatment). 
A follow-up study of 8 patients who had been transferred 


from oral to intramuscular maintenance therapy showed 
that in only one, who had been taking 50 yg. of the vita- 
min per day, was there any significant increase in the 
serum vitamin-B;2 level. No striking difference was 
found in the serum. vitamin-B;2 concentrations in 20 
patients given oral maintenance doses of 100 yg. of 
vitamin By;2 after an initial course of intramuscular 
therapy as compared with those in 15 patients receiving — 
a monthly injection of 100 yg. of the vitamin intramuscu- 
larly. (These 20 patients formed part of the series 
reported by Hemsted and Mills [see Abstract 1077].) 
The authors suggest that an oral maintenance dose 
should be at least 100 xg. per day, but they themselves 
prefer parenteral therapy owing to the risk that some 
patients, despite the best initial intentions, fail to follow 
the prescribed oral treatment. T. B. Begg 


1077. Vitamin B;2 in Pernicious Anaemia. Intramuscu- 
lar or Oral? ‘ 

E. H. Hemstep and J. Mitts. Lancet [Lancet] 2, 1302- 
1303, Dec. 20, 1958. 5 refs. 


On the basis of many years’ experience in the treat- 
ment of pernicious anaemia at the Royal Berkshire 
Hospital, Reading, the authors consider that an intra- 
muscular injection of 100 ug. of vitamin Bi2 (cyano- 
cobalamin) per month is adequate in the long-term 
maintenance treatment of this disorder, since no relapse 
has occurred in 43 patients treated in this way for 5 years. 
A study of higher doses in 34 patients who had been 
receiving 40 or 80 xg. per month and were then given 
1,000 4g. per month for 2 years showed that this increased 
dosage produced no significant change in the haemoglo- 
bin value or erythrocyte count. 

At the same time 71 patients who were given 100 yg. . 
of vitamin B;2 orally per day for 2 years were maintained 
at least as well as 84 who had the same dose by intramus- 
cular injection each month, while (as reported by Chal- 
mers and Shinton [see Abstract 1076]) after 2 years 
there was no significant difference in the serum vitamin 
Bj2 levels between 15 patients who had had intramuscular 


and 20 who had had oral therapy. T. B. Begg 
1078. Arctic Anaemia 
R. W. Curistie. New England Journal of Medicine [New 


Engl. J. Med.| 259, 605-610, Sept. 25, 1958. 5 figs., 
20 refs. 


The author, writing from the National Institutes of 
Health, Bethesda, Maryland, describes the occurrence 
of a slight, spontaneous, reversible anaemia in all 6 mem- 
bers of a scientific expedition to the Central Greenland 
ice cap. The men, who were under 31 years old, were 
subjected to hard physical exercise, low temperatures, 
moderately high altitudes, and continuous daylight. 
From a study of the literature the author suggests that 
the main aetiological factor in the anaemia was strenuous 
exercise in unconditioned men which caused a loss of 
erythrocytes from the circulation. He also suggests that 
this loss occurred from excessive mechanical trauma or 
diapedesis as a consequence of capillary-wall anoxia in 
tissues such as muscle with high oxygen requirements 
during the stress of physical exercise. D. G. Adamson 
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1079. The Value of Scalene Node Biopsy in Intra- 
thoracic Disease 

H.C. Nout. British Journal of Tuberculosis and Diseases 
of the Chest (Brit. J. Tuberc.] 52, 286-290, Oct., 1958. 
10 refs. 


The value of scalene lymph-node biopsy in the diagno- 
sis of intrathoracic disease is discussed, with special 
reference to the findings in 58 cases of neoplasm in which 
this procedure was employed at the London Chest 
Hospital. The biopsy finding was positive in 41 of the 
58 cases; [the number of cases in which a positive diag- 
nosis was made by other methods is not stated]. Of 31 
cases in which a positive biopsy specimen was obtained 
from the right side, the lung lesion was on the left in 11, 
including 5 with lesions in the left upper lobe. Of 10 
cases in which a positive biopsy was obtained from the 
left side the lesion was on the left in 5; the remaining 
cases in this group included 2 of bilateral hilar enlarge- 
ment, one of carcinoma of the stomach, one of neurilem- 
moma, and one in which the chest radiograph was 
normal. 

The author concludes that scalene lymph-node biopsy 
should always be carried out on the right side except in 
cases in which the left supraclavicular lymph nodes are 
palpable. Bilateral exploration is justified only when a 
biopsy specimen from the right side is negative and the 
condition cannot be diagnosed by any other means. 

C. M. Fletcher 


1080. Tracheal Fenestration as a New Method for the 
Therapeutic Management of Chronic Pulmonary Diseases 
and for the Experimental Exploration of the Bronchial 
Tree 

E. E. Rockey, S. A. THompson, I. G. Epstein, E. 
WESSERMAN, and K. J. AHN. American Review of Tuber- 
culosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
78, 815-821, Dec., 1958. 5 figs., 6 refs. 


From the Metropolitan Medical Center, New York, the 
authors describe the operation of tracheal fenestration, 
which ideally results in a permanent skin-lined tracheo- 
cutaneous communication whose external opening is 
guarded by two door-like valves which are normally in 
close apposition but which can be manually opened for 
aspiration of the bronchial tree and for medication. In 
its performance a transverse incision is made in the neck 
and skin flaps outlined above and below. A length of 
two adjoining tracheal rings is then excised with the 
underlying mucosa and the skin flaps are inserted so as 
to cover the edges of the tracheal ‘“‘ window ”’ and fixed 
to the tracheal mucosa with interrupted mattress sutures. 
Generally a tracheotomy is also performed lower down 
than the fenestration and maintained for 2 or 3 weeks 
until the fenestration has healed. The advantage of 
tracheal fenestration is that a normal airway is retained 
and thus does not interfere with phonation or the cough 
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mechanism. The opening being lined with skin, it is not 
necessary to keep the edges apart by a cannula. 

The indications for tracheal fenestration are (1) ad- 
vanced emphysema with or without suppuration; (2) 
extensive suppurative disease of the lungs when surgical 
excision is contraindicated; (3) advanced pulmonary 
tuberculosis; (4) fibrocystic disease of the pancreas with 
pulmonary suppuration; and (5) the bulbar type of polio- 
myelitis when there are irreversible changes requiring the 
use of a mechanical respirator. G. M. Little 


1081. Respiratory Symptoms, Bronchitis and Disability 
in a Random Sample of an Agricultural Community in 
Dumfriesshire 

I. T. T. Hicains and J. B. CocuHran. Tubercle [Tubercle 
(Lond.)] 39, 296-301, Oct., 1958. 5 refs. 


The incidence of chronic bronchitis (defined as per- 
sistent sputum with at least one bronchitic chest illness 
during the preceding 3 years) was determined in a 
random sample of 94 men and 92 women, aged 55 to 
64 years, living in an agricultural community in Annan- 
dale, Scotland. The indirect maximum breathing capa- 
city in these subjects was also determined. The findings 
were compared with those of a similar study (which is 
reported elsewhere) of persons living in a different rural 
area—the Vale of Glamorgan—and of non-miners, 
miners, and ex-miners, living in the industrial town of 
Leigh, Lancashire, all of the same age group. 

The incidence of chronic bronchitis did not differ 
significantly in the two “clean air’ agricultural areas. 
It was 6-4°%% in men and 2:2% in women in Annandale 
compared with 5°%% in men and women in the Vale of 
Glamorgan. On the other hand chronic bronchitis was 
reported in 11°%% of non-miners and 23% of miners and 
ex-miners in the industrial town of Leigh. The mean 
indirect maximum breathing capacity was 95 litres per 
minute in the men in Annandale, 89 litres per minute in 
subjects living in the Vale of Glamorgan, and 85 litres 
per minute in the non-miners and 77 litres in the miners 
and ex-miners living in Leigh. A. G. Freeman 


1082. The Relationship between Chronic Bronchitis and 
Carcinoma of the Bronchus. (Uber die Beziehungen 
zwischen chronischer Bronchitis und Bronchuskarzinom) 
E. GyurECH-VAG6 and M. SCHERRER. Schweizerische 
medizinische Wochenschrift [Schweiz. med. Wschr.| 88, 
1132-1136, Nov. 8, 1958. 5 figs., 40 refs. 


A history of previous pulmonary disease was found in 
81 (64%) of 126 cases of bronchial carcinoma investi- 
gated at the Medical Clinic of the University of Berne, 
33 patients having suffered from recurrent pneumonia, 
tuberculosis, pleurisy, or chest trauma, and 48 having 
had chronic bronchitis for at least 4 years. Of the latter, 
14 had been treated for bronchial asthma for many 
years. Pulmonary function tests provided evidence of 
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diffuse bronchiolar obstruction in 107 patients (85°%), 
and in 73 (91°) of those with previous pulmonary disease. 
Measurement of the volume of expired air before and 
after the administration of isoprenaline revealed the 
presence of bronchospasm in 85 of the 107 cases with 
bronchiolar obstruction and in 29 of the 48 cases with a 
history of chronic bronchitis. 

The authors consider that bronchitis and asthma may 
have an aetiological relation to bronchial carcinoma and 
should not be dismissed summarily as secondary to it. 
In many of their cases pathological examination of the 
lungs at necropsy or after operation revealed emphysema, 
bronchiectasis, and other lesions which antedated the 
carcinoma, while in 8 cases bronchiolar obstruction was 
as evident after radical removal of the tumour as it had 
been previously. While 100 of the 110 patients whose 
smoking habits were investigated were moderate or 
heavy smokers, chronic bronchial asthma was present in 
9 of the 10 non-smokers. They submit that since the 
mortality among bronchitics and asthmatics is rising and 
an increasing proportion of them develop bronchial 
carcinoma, more active prophylactic work should be 
undertaken, possibly by tuberculosis centres. Their 
facilities might well be expanded and used, especially in 
the case of heavy smokers, to unmask chronic latent 
asthma, to apply modern methods of treatment of 
bronchitis, and to provide for regular chest x-ray 
examinations. E. S. Wyder 


1083. Clinical, Bacteriological, and Mycological Evalua- 
tion of Tetracycline—Nystatin (Mysteclin) in Pulmonary 
Disease 

P. From and J. H. AL. Antibiotic Medicine and 
Clinical Therapy [Antibiot. Med.| 5, 639-648, Nov., 
1958. 18 refs. 


Infection or overgrowth with organisms of the Candida 
group at various sites in the body has apparently been 
observed more frequently since the introduction of anti- 
microbial agents. At the Veterans Administration Hos- 
pital, Des Moines, Iowa, an attempt was made to deter- 
mine whether administration of an antifungal agent in 
combination with long-term antibiotic treatment would 
prevent secondary fungoid infection. For this purpose 
15 patients with chronic inflammatory pulmonary disease 
were examined before, during, and after treatment 
with a mixture of nystatin and tetracycline (“* mysteclin ’’), 
which was given by mouth in a dosage of 1 g. daily for 
10 days and 0-5 g. daily for 20 days. [Nystatin is a fungi- 
cidal and fungistatic product of Streptomyces noursei.] 
The bacteriology and mycology of the sputum, urine, and 
faeces were studied before treatment began and at 10 
and 30 days afterwards. C. parakrusei, which was 
present in the sputum of 2 patients at the outset, dis- 
appeared after treatment. In 2 other patients Candida 
(C. albicans in one and C. tropicalis in one) made its 
first appearance at the end of treatment, not only in the 
mouth and sputum, but also in the faeces. 

Nystatin is only partially absorbed from the gut and 
cannot therefore be expected to be very efficacious when 
given by mouth. In spite of this, the authors consider 
that its use “‘ as an adjuvant to tetracycline therapy seems 
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justified ’’ and that their dosage regimen is adequate to 
prevent monilial overgrowth in the majority of patients. 
They recommend that cultures for fungi should be set up 
before antibiotic treatment is begun. 

[The evidence presented for the efficacy of this treat- 
ment is quite inconclusive. ] Raymond Parkes 


1084. Pleural Biopsy in the Diagnosis of Pleural Effusion. 
A Report of 200 Cases 

P. Mestitz, M. J. Purves, and A. C. PoLLarp. Lancet 
[Lancet] 2, 1349-1353, Dec. 27, 1958. 4 figs., 13 refs. 


The authors describe their experience with the Hare- 
field needle described by Abrams (Lancet, 1958, 1, 30) 
in the performance of 228 biopsies of the pleura in 200 
patients (mostly at the Royal Air Force Chest Unit, 
Wroughton) presenting with pleural effusion which was 
either dominant or part of a more generalized disease, 
or with radiological shadowing of uncertain origin either 
in the lung periphery or actually in the pleura. They 
found no contraindication to biopsy other than a hae- 
morrhagic diathesis. Minor complications occurred in 
2 cases (consisting in subcutaneous haematoma in one 
and a small pneumothorax in one; in a third case the 
development of secondary malignant deposits along the 
needle track was later reported). 

The patients fell into three groups. (1) Of 152 patients 
with a dominant effusion on whom biopsy was per- 
formed mainly for diagnostic purposes, an accurate 
histological diagnosis of tuberculosis was made in 70 
and one of malignant disease in 21; in 59 cases the 
changes found were not diagnostic, while in the remaining 
2 cases the specimens were inadequate. (2) Of 36 patients 
in whom the pleural effusion was part of a general illness 
and the aetiology not the foremost clinical problem, one 
was shown to have tuberculosis and 10 malignant disease, 
but in 24 cases the biopsy was not diagnostic and in one 
inadequate. (3) This third group consisted of 12 
patients with obscure radiological signs. In 2 cases 
biopsy diagnosis of malignant disease was made, the 
findings in the other 10 not being diagnostic. 

Of 42 patients believed initially to have malignant 
disease, biopsy revealed the presence of tuberculosis in 7 
and malignancy in 14. Of 95 initially thought to have a 
tuberculous effusion, 7 were found to have malignant 
disease, but in 62 the diagnosis of tuberculosis was con- 
firmed. The authors point out that by performing biopsy 
early a mistaken clinical diagnosis can be corrected. 

Of 104 diagnoses made by biopsy alone, only one sub- 
sequently proved to be wrong. The authors stress that 
a negative biopsy finding does not eliminate malignant 
disease, since false negative findings are obtained in 
about half of such cases. On the other hand a positive 
biopsy finding is obtained in at least 4 out of every 5 cases 
of tuberculous effusion, and here the chances of obtaining 
a positive biopsy result are not influenced by the size or 
the leucocyte count in the effusion, the presence of 
parenchymal disease, previous antituberculous therapy, 
or the duration of symptoms. The method is simple 
and safe and enables a diagnosis to be established in some 
80% of tuberculous effusions and 60% of malignant 
effusions. A. Gordon Beckett 
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Otorhinolaryngology 


1085. Deafness following Maternal Rubella. Results of 
a Prospective Investigation 

A. D. M. Jackson and L. Fiscu. Lancet [Lancet] 2, 
1241-1244, Dec. 13, 1958. 2 figs., 11 refs. 


As part of a national inquiry by the Ministry of 
Health into the effects of viral infections during preg- 
nancy, the results of which are to be published, a special 
investigation was undertaken of the association between 
congenital deafness and maternal rubella. Of 46 chil- 
dren, aged 3 to 5 years, from the counties of London and 
Middlesex whose mothers had had rubella during the 
first 16 weeks of pregnancy, 14 suffered from deafness. 
In a control group of children matched for age, sex, and 
the parity and age of the mother no major defects. of 
hearing were noted. Hearing was tested by response to 


the spoken word, helped by the use of pictures of simple 


objects, and by pure-tone audiometry. In 9 of the 14 
cases the congenital deafness was not detected before the 
age of 4 years. 

The authors conclude that all children of women with 
a history of rubella in early pregnancy should be followed 
up until such time as audiometry can be carried out to 
exclude the possibility of deafness, even though the child’s 
hearing appears normal. H. D. Brown Kelly 


1086. The Management of Sinusitis in an Allergic 
Individual 

M. G. Evans. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 68, 416-423, Oct., 1958. 
18 refs. 


Although antibiotics are of great value in the treat- 
ment of sinusitis with serious complications such as 
orbital abscess, osteomyelitis, and meningitis, they are 
not required in the majority of cases of sinus infection, 
and in the author’s opinion their use has played a very 
minor part in the marked reduction in recent years in the 
need for radical sinus surgery. This reduction he attri- 
butes to two major factors—a better understanding of the 
normal physiology of the nose and sinuses and a gradual 
recognition of allergy as “‘ a very frequent cause of nasal 
and sinus symptoms’”’. He classifies the varieties of 
sinusitis as: (1) clear-cut allergic sinusitis; (2) allergic 
sinusitis with polypi; (3) true infective sinusitis; and 
(4) infective sinusitis with polypi. 

When clinical and radiological examination reveals no 
evidence of infection, local treatment, such as “ drops” 
and irrigation, and antibiotic therapy should be entirely 
forbidden and a careful search made for any possible 
allergic factor, while the endocrine system should also be 
thoroughly examined. Withdrawal of local and anti- 
biotic treatment alone is often sufficient to allow allergic 
swelling of the mucosa to subside and many polypi to 
disappear, the only surgery necessary in such cases being 
the removal of fibrosed polypi which do not subside 
spontaneously and occasionally a submucous resection 


or the crushing of a cystic middle turbinal. True infec- 
tive sinusitis is unusual in allergic patients. The acute 
condition can usually be cured by shrinkage of the 
mucosa with vasoconstrictors followed by removal of 
thick secretions from the nose and sinuses by suction, 
these measures being supplemented by general supportive 
treatment. Antibiotics should be reserved for patients 
with high fever, obvious toxicity, or threatened complica- 
tions. In the author’s experience allergic patients are 
not really particularly susceptible to the common cold, 
their “‘ colds’ being exacerbations of the allergy. But 
untreated allergy, by interfering with drainage, may result 
in sinus infections, and he regards “* almost all ” cases of 
infective sinusitis with nasal polypi as primarily allergic. 
He points out the value (and the risks) of cortisone 
treatment, and makes a special point of the importance 
of studying the endocrine and nutritional state of the 
patient. F. W. Watkyn-Thomas 


1087. Fenestration of the Oval Window 

J. J. SHea. Annals of Otology, Rhinology and Laryn- 
gology [Ann. Otol. (St. Louis)| 67, 932-951, Dec., 1958. 
9 figs., 8 refs. 


Cases of otosclerosis may be divided into those with 
localized discrete hard lesions, which can be treated 
very successfully, and those with more widespread in- 
vasion by softer otosclerotic tissue, which are difficult 
to improve. The author considers that by the operation 
of fenestration of the oval window the conductive loss 
can usually be reduced by one-half. If the postoperative 
hearing level is not likely to be above 30 decibels for the 
speech frequencies, he does not consider the case suitable 
for operation. After an unsuccessful fenestration opera- 
tion, the stapes can be operated on in the usual way and 
a length of No. 190 polyethylene tubing placed over the 
head of the stapes and wedged under the drum to rebuild 
the sound conducting mechanism. 

Where there is a slight hearing loss (less than 30 deci- 
bels) the author recommends penetration of the anterior 
edge of the foramen ovale with a special pointed instru- 
ment, and freeing of the stapes from the bone surrounding 
it. There is a temptation to do too little in such cases, and 
perilabyrinthine fluid must be seen before penetration 
can be regarded as adequate. The stapedius muscle is 
divided. In cases of moderate deafness (45 decibels or 
less) he recommends penetration of the same area of the 
foramen ovale with a Portmann microdrill. Where the 
deafness is more than 45 decibels and the centre of the 
footplate is thin enough to be penetrated with the micro- 
drill the crura should be carefully fractured at the foot- 
plate and the arch of the stapes pushed forwards. When 
there is a massive mound of otosclerotic bone in the oval 
window it is best to abandon the operation and perform 
fenestration of the lateral semicircular canal later. If 
this is not the case, however, a fenestra is made in the 
footplate and covered with venous tissue taken from the 
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back of the hand. A length of polyethylene tubing is 
then inserted to fit over the end of the incus and into the 
oval window. [This important article should be read in 
the original.] William McKenzie 


1088. The Surgical Restoration of Hearing in Chronic 
Otitis Media and Its Audiological Basis 

H. L. WuListeIn. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol. (St. Louis)| 67, 952-963, Dec., 
1958. 4 figs. 


The author of this paper from the University of 
Wiirzburg discusses the restoration of hearing after 
operation for chronic suppurative otitis media in terms 
of sound transmission and sound protection. Hearing 
by means of sound transmission depends on the direct 
transmission of vibration from the drum to the oval 
window, either through the incus and stapes or through 
the stapes alone. For this purpose a taut drum mem- 
brane is necessary. Hearing by means of sound pro- 
tection does not reach such a high level as it does by 
direct sound transmission, and difference of phase be- 
comes important. The drum membrane must be present 
so as to protect the round window, which it must do 
completely, but it need not be so rigid as for sound 
transmission. 

[This article, which is illustrated by diagrams showing 
the results in more than 1,000 cases, is important and 
should be read in the original.] William McKenzie 


1089. A Possible Relationship between the Sinuses and 
the Lymphoid Tissue of the Nasopharynx 

A. J. Morretr. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.] 51, 991-995, Dec., 1958. 
3 figs., 10 refs. 


In an attempt to demonstrate the functional relation- 
ship between the nasal sinuses and the pharyngeal 
lymphoid tissue 0-5 ml. of indian ink was injected into 
an antrum in 22 subjects. On subsequent washing out 
of the antra the washings were clear in 12 cases and 
contained ink in 10; in 8 of the latter the ink was merely 
mingled with the mucus, but in 2 the carbon particles had 
been ingested by free pus cells in the fluid. It is pointed 
out that mucus, with any cells contained in it, is carried 
from the antra into the nasopharynx by ciliary action. On 
either side a stream of mucus passes into the tonsil bed 
where it tends to be squeezed by the act of swallowing 
into the tonsil crypts and into the other agglomerations 
of lymphoid tissue forming Waldeyer’s ring. In a series 
of cases, therefore, a drop of indian ink was applied to the 
surface of a tonsil a few hours or days before tonsillec- 
tomy and the tonsil was subsequently examined micro- 
scopically. In most cases no conclusive evidence could 
be obtained of absorption of the carbon particles by 
the surface cells of the tonsil, but at the 37th attempt it 
was possible to demonstrate particles of carbon not only 
in the crypts, but also in the substance of the tonsil and 
within the cells. The appearances suggested that the 
Particles of ink travelled through the lymphatic sinuses. 

It is considered therefore that the normal lymphatic 
drainage of the sinuses is by means of the protective 
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mucus blanket, which is propelled by ciliary action to 
the lymphoid tissue of Waldeyer’s ring. It is possible 
that the crypts of the tonsils may serve as afferent vessels, 
there being no ordinary afferent lymphatic supply to the 
tonsils. Organisms arriving in this way in the lymphoid 
tissue from the sinuses have been either killed or inhibited 
by the mucus and cells in the sinuses and so can be 
absorbed by the lymphoid tissue, with the production of © 
immunity, without active infection arising. 

Norman W. MacKeith 


1090. Malignant Granulomas of the Nose and Para- 
nasal Sinuses 

C. P. Mitts. Journal of Laryngology and Otology [J. 
Laryng.] 72, 849-887, Nov., 1958. 15 figs., bibliography. 

A full and critical review of published cases of malig- 
nant granulomata of the nose and paranasal sinuses is 
followed by details of 3 new cases, in which the primary 
site was apparently in the maxillary antrum, seen by 
the author and treated at the United Bristol Hospitals. 
Attention is drawn to the following findings. (1) The 
staphylococcus is commonly reported to be the pre- 
dominant organism. (2) The presence of neoplastic 
cells has rarely, if ever, been reported. (3) In a number 
of cases generalized periarteritis nodosa has been found. 
(4) The age incidence of malignant granuloma is very 
similar to that of periarteritis nodosa and unlike that of 
malignant disease of the antrum. (5) In 2 of the author’s 
fully investigated cases the erythrocyte sedimentation 
rate (E.S.R.) was over 50 mm. in the first hour and 
fell as improvement occurred with treatment; this was 
not observed in malignant disease of the sinuses. (6) The 
albumin:globulin ratio was grossly disturbed at the 
height of the disease, the globulin level, especially that of 
y globulin, being greatly increased; this is character- 
istic of collagen diseases such as periarteritis nodosa. 
(7) Successful treatment has nearly always been in the 
form of x-irradiation. 

In view of these findings the author suggests that 
malignant granuloma is a collagen disease (perhaps a 
local manifestation of periarteritis nodosa), and that it is 
an abnormal tissue reaction to infection with a bacterium 
to which the patient has become sensitized. He con- 
cludes as follows. ‘“‘ If the disease is due to an abnormal 
reaction to bacteria it would explain why such small 
doses of x-rays as advocated by Howells, Gilroy Glass, 
and Maxwell Ellis have been so effective in producing 
healing in some cases. Those that have been apparently 
cured with cancercidal doses might have done equally 
well with a smaller dose. If a localized form of malig- 
nant granuloma is found, the best treatment would 
appear to be adequate drainage procured at the time of 
biopsy in the case of antral lesions, together with a pro- 
longed course of the appropriate antibiotics. Irradia- 
tion should be given producing approximately 2,000 
r. at the centre of the tumour, the progress of treat- 
ment being judged clinically, and by frequent E.S.R. 
and - blood protein estimations. Routine urinalysis, 
blood urea, and chest x-rays should also be employed 
to indicate any sign of spread of the disease. In this 
way, the apparently rare malignant granulomas may be 
cured.” ‘Norman W. MacKeith 
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1091. Observations on the Pathogenesis of Renal Tubular 
Acidosis 

T. B. REYNOLDs. American Journal of Medicine [Amer. 
J. Med.) 25, 503-515, Oct., 1958. 3 figs., 22 refs. 


In patients with renal tubular acidosis the pH of the 
urine does not fall below 6-5 to 7-0 and the titratable 
acidity and ammonium content are low. There results 
from this a persistent metabolic acidosis with a low 
serum bicarbonate level, which may result in osteo- 
malacia and often the formation of renal calculi. It has 
been suggested that the basic abnormality in the renal 
tubule is either a carbonic anhydrase deficiency or a 
failure of reabsorption of bicarbonate, but evidence 
against both these hypotheses, based on the study of 5 
adult patients with renal tubular acidosis, is presented 
in this paper from the University of Southern California 
School of Medicine, Los Angeles. 

In these studies the patients and healthy control sub- 
jects were first given ammonium chloride by mouth over 
3 days. In the control subjects only transient moderate 
systemic acidosis developed because of a marked fall 
in pH of the urine and a rise in ammonium output, 
whereas in the patients only a slight fall in urinary pH 
occurred and the urinary excretior’' of ammonium rose 
less, resulting in severe systemic acidosis, nausea, vomit- 
ing, and weight loss, accompanied by a fall in whole- 
blood pH. These findings might suggest that the pro- 
duction of ammonium in the distal tubule in renal 
acidosis is defective, but against this theory is the fact 
that in this disorder the urinary ammonium levels are 
higher in relation to urinary pH than in normal subjects, 
suggesting that ammonium is produced normally but 
is not excreted in adequate amounts owing to the high 
pH. Further tests with sodium bicarbonate infusions 
showed that these patients had no defect in reabsorption 
of bicarbonate. 

Although there is a failure of the pH of the urine to fall 
to normal levels, the capacity for total hydrogen ion 
transfer is normal, since after the oral administration of 
sodium biphosphate the urinary titratable acidity rose 
similarly in both the patients and the controls. Though 
there may possibly be a partial deficiency of carbonic 
anhydrase it was shown that certainly some tubular 
carbonic anhydrase activity is present, for a small bi- 
carbonate diuresis occurred after administration of 
acetazolamide. The fact that this was smaller in the 
patients than in the controls is partly due to the inhibitory 
effect of acidosis on the action of acetazolamide. In 
patients with renal tubular acidosis phosphate ions are 
taken from bone to assist in the excretion of hydrogen 
ions and to allow reconstitution of bicarbonate. This 
was well illustrated in one of the author’s patients in 
whom administration of a neutral phosphate salt rapidly 
relieved acidosis by producing a sharp increase in titrat- 
able acidity without, however, any fall in the urinary pH. 


It is concluded that the primary defect in renal tubular 
acidosis is a failure to lower the urine pH appropriately, 
and that a low level of excretion of ammonium and high 
excretion of bicarbonate are secondary effects. As the 
author points out, however, these studies provide no 
adequate explanation so far of the primary defect in this 
renal disorder. David Phear 


1092. Lesions of the Bones in Lipoid Nephrosis. 
pathies et néphrose lipoidique) 

C. Hoorr and A. VERMASSEN. Archives francaises de 
pédiatrie [Arch. frang. Pédiat.] 15, 1068-1075, 1958. 
13 refs. 


At the University Paediatric Clinic, Ghent, Belgium, 
28 children suffering from the nephrotic syndrome were 
subjected to serial radiological examination of the lower 
limbs and wrists, altogether 100 radiographs eventually 
being available for analysis. In 4 cases there was 


(Ostéo- 


- generalized decalcification, which in 3 of them was prob- 


ably due to terminal renal failure. Such decalcification 
in patients with chronic renal failure is well recognized. 
The fourth child with generalized decalcification had 
developed nephrosis at the age of 44 and by the age of 10 
she had symmetrical spontaneous fractures of many 
bones—the so-called Milkman’s syndrome. This child 
suffered from repeated attacks of hypocalcaemic tetany, 
and had renal glycosuria, hyperaminoaciduria, acidosis, 
hypopotassaemia, and increased phosphate clearance. 
There was a pathological excretion of amino-acids and 
the chromatographic pattern was similar to that found 
in the Toni—Debré-Fanconi syndrome. This picture 
had rarely been recognized and only a few cases have so 
far been reported [for example, one by Stanbury and 
Macaulay, Quart. J. Med., 1957, 26,7; Abstr. Wid Med., 
1957, 22, 121]. The decalcification of the bones is 
attributable partly to the tubular insufficiency, but 
probably even more to the negative calcium balance 
resulting from the failure of absorption of calcium 
from the intestine and its excessive excretion in the faeces. 
A further factor is hypoproteinaemia, which in this case 
led to osteomalacia, this being confirmed by biopsy 
examination of the tibia. 

In all the other 24 children the decalcification was 
localized to the metaphysis and was found to diminish 
as the nephrosis responded to treatment. It is usually 
first demonstrable 2 to 3 months after the onset or after 
a relapse of the nephrosis. Such decalcifications are 
independent of corticosteroid treatment and occurred in 
9 patients not treated with these drugs. Extensive bio- 
chemical investigation in the early phase of nephrosis did 
not disclose any calcium loss, but as oedema fluid con- 
tains 5 to 6 mg. of calcium per 100 ml. it is thought that 
this loss to the extracellular tissues is responsible for the 
decalcification of the bones. John Lorber 
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Endocrinology 


1093. The Metabolic Effects of Human and Monkey 
Growth Hormone in Man 

J.C. Beck, E. E. McGarry, I. DYRENFURTH, and E. H. 
VENNING. Annals of Internal Medicine [Ann. intern. 
Med.] 49, 1090-1105, Nov., 1958. 11 figs., bibliography. 


Considerable species specificity of growth hormone 
preparations has been observed, in particular, bovine 
and porcine hormones have appeared to be relatively 
ineffective in man. Recently, adequate preparations of 
human and monkey growth hormones have become 
available, and in this paper from the Royal Victoria 
Hospital, Montreal, a study is reported of the short-term 
effects of these hormones on 6 subjects, including 4 with 
hypopituitarism. 

Human growth hormone was administered in a 
dosage of 5 to 20 mg. a day for 6 to 11 days. Within 
48 hours of the first dose, nitrogen retention was appar- 
ent; this persisted until about 9 days after the end of 
treatment and was accompanied by gain in weight and 
a fall in serum non-protein nitrogen level. Retention of 
potassium, calcium, and phosphorus occurred through- 
out the same period. An increase in the urinary excre- 
tion of aldosterone was observed during the period of 
hormone treatment only, but there was no increase in 
urinary excretion of 17-hydroxycorticosteroids or 17- 
ketosteroids. The increase in aldosterone excretion was 
accompanied by retention of sodium in one out of 3 
patients. In 4 of the 6 patients the temporary develop- 
ment of a diabetic-type glucose tolerance curve was 
observed. Monkey growth hormone in a dosage four 
times higher than that of human growth hormone pro- 
duced effects which were similar in nature and degree 
except that carbohydrate metabolism was not influenced 
in the only subject in whom this. was studied. 

The results also indicated that the protein anabolic 
effect of human growth hormone was less in.an endocrino- 
logically normal subject than in patients with hypo- 
pituitarism, and that in any type of subject a good dietary 
intake of protein was necessary for nitrogen retention to 
occur. The authors discuss possible explanations of the 
apparent species specificity of growth hormones. 

H.-J. B. Galbraith 


1094. The Role of the Acidophil Cells of the Anterior 
Pituitary Lobe in the Formation of Corticotrophin. 
runodusa B O6pa3s0BaHHH afpeHOKOpTHKOTpOpHoro 
ropMoHa) 

B. Paviova. /7pod/e 
Topmonomepanuu [Probl. Endokr. Gormonoter.] 4, 3-7, 
No. 6, Nov.—Dec., 1958. 2 figs., 27 refs. 

The source of the pituitary hormones has been exten- 
sively studied, and it is generally accepted that the gona- 
dotrophic and thyrotrophic hormones are secreted by 


the basophil cells of the anterior lobe of the gland and the 
somatotrophic hormone and prolactin by the acidophil 
cells. The source of corticotrophin, however, has not 
been definitely settled, some authors ascribing it to the 
acidophil and others to the basophil cells. The object 
of the experiment here described was to attempt to settle 
this question. 

It was shown by Lebedeva in 1936 and by the present 
author in 1949 that differentiation of the acidophil cells 
of the hypophysis occurs only in the presence of thyroid 
hormone, and that the administration of 20 mg. of methyl- 
thiouracil daily for 35 days to rats fully suppressed the 
secretion of thyroxine and led to the disappearance of 
acidophil cells from the pituitary. Wolfenson in 1941 
also showed that after unilateral adrenalectomy in rats, 
marked hypertrophy of the remaining adrenal gland 
occurred provided the hypophysis was intact, but that this 
did not happen in rats in which the pituitary gland had 
been extirpated; the hypertrophy of the adrenal gland was 
therefore due to the action of corticotrophin. Further, 
after suppression of the acidophil cells of the pituitary 
by means of methylthiouracil the compensatory hyper- 
trophy of the remaining adrenal gland after unilateral 
adrenalectomy in 27 rats so treated was no less than that 
in acontrol group given no methylthiouracil. There was 
also no difference in weight between the adrenal glands 
of 10 other rats treated with methylthiouracil and 
those of 10 controls, although the increase in body 
weight of the treated animals was only 50% of that of 
the controls. There was thus no evidence of failure of 
secretion of corticotrophin in animals in which the hypo- 
physis was completely devoid of acidophil cells, as was 
confirmed by histological examination. It is therefore 
concluded that the acidophil cells play no part in the 
secretion of corticotrophin. L. Firman-Edwards 


1095, The Clinical Picture and Radiotherapy of Adiposo- 
genital Dystrophy. u peHtreHoTepanua 

E. N. Mozarova. J]podsemet u 
Topmoxomepanuu [Probl. Endokr. Gormonoter.) 4, 
62-67, No. 6, Nov.—Dec., 1958. 3 refs. 


The author describes the clinical picture in 55 cases of 
adiposo-genital dystrophy and the results of treatment 
by irradiation with x rays andradium. Of the 55 patients 
20 were males and 35 females, the predominance of 
females being noted. All of them showed the classic 
symptoms of adiposity, hypofunction and underdevelop- 
ment of the gonads and external sex organs, weakness, 
and apathy. In 48 cases there were changes in the sella 
turcica and defects of vision, 38 having bitemporal 
hemianopia, 28 optic atrophy, and 11 pallor of the disks. 
Diabetes insipidus was present in 9 cases; in 20 the basal 
metabolic rate (B.M.R.) was markedly lowered—to 
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below —20°,—and in 12 more it was between —5 and 
—15%. In only 5 was the B.M.R. normal and these 
patients were among the 7 with a normal sella turcica 
and normal vision. In only 2 patients was the glucose 
tolerance curve normal, the rest showing the typical flat 
curve of pituitary insufficiency. These patients could 
thus be divided into two groups: (1) the larger group 
(48 cases) with a destructive lesion of the pituitary gland, 
and (2) a smaller group (7) with a lesion of the hypo- 
thalamic region and secondary involvement of the 
pituitary. 

The more severe cases in Group 1 were treated with 
radium in two gold and platinum filters introduced by 
the nasopharyngeal route to the base of the sella turcica, 
a dose of 400 to 500 r. being given once, except in 2 cases 
in which two applications were given. The remaining 
patients in Group 1 received deep x-ray therapy in 
massive dosage to the base of the skull in five axes (2 
temporal, one frontal, one parietal, and one occipital) 
centred on the sella, over a field 6X8 cm., distance 23 
or 24 cm., dosage 500 to 600 r. in each axis, making a 
total dose of 2,500 r.; in children the individual doses 
were 200 r. and the total 2,000 r. [presumably in a greater 
number of sessions]. Treatment was given every day or 
every other day as indicated by the patient’s condition. 
The patients in Group 2 were treated with deep x rays 
to the superior cervical sympathetic ganglia on both 
sides, three doses of 200 r. to each side being given at 
intervals of 3 or 4 days. 

There was improvement in 27 cases (50°% of the total), 
these patients being relieved of their headaches, losing 
weight, and showing an increase in the B.M.R., while 5 
men and 6 women recovered their sexual function. The 
sight improved in 18 cases, optic atrophy cleared up in 
11, and hemianopia in 16. These patients had been 
under observation for periods varying from 2 to 10 
years or even more, and some of them received repeated 
courses of radiotherapy. The duration of the disease 
before treatment ranged from 5 to 20 years, though in 
40 it was less than 10 years. Three patients died within 
4 years of the treatment, one from tuberculous meningitis 
and hydrocephalus and 2 from malignant tumour of the 
hypophysis. L. Firman-Edwards 
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1096. Cardiac Complications in Patients with Non- 
toxic and Toxic Nodular Goiter and with Graves’ Disease 
B. A. BerTeau, W. W. ENGstRoM, and N. H. ENGsRING. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.| 52, 687-693, Nov., 1958. 6 refs. 


A controlled study is reported from Marquette Univer- 
sity School of Medicine and the County Hospital, 
Milwaukee, Wisconsin, of the incidence of cardiac com- 
plications in 182 patients with toxic and non-toxic nodular 
goitre and 51 patients with Graves’s disease. Thyro- 
toxicosis was diagnosed from the basal metabolic rate 
and the serum precipitable iodine (S.P.1.) concentration. 
Cardiac involvement was assessed from chest radio- 
graphs, the electrocardiogram, and the results of fluoro- 
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scopic examination. Patients with toxic nodular goitre 
were older and had a higher incidence of organic heart 
disease (82°), cardiac arrhythmia (53°%), and congestive 
failure (75°%%) than patients with Graves’s disease, the 
corresponding figures for the latter group being 21%, 
12%, and 12% respectively. Auricular fibrillation was 
twice as frequent in patients with a toxic goitre as in 
those with non-toxic goitre; organic heart disease was 
also more frequent in the former than in the latter group. 
There was no relationship between the S.P.I. level (and 
therefore the degree of hyperthyroidism) and the inci- 
dence of cardiac arrhythmia. Auricular fibrillation 
generally persisted following successful treatment of the 
thyrotoxicosis, but signs and symptoms of heart failure 
showed improvement in most cases, disappearing alto- 
gether in 6. 

The authors conclude that hyperthyroidism can damage 
the heart, but that pre-existing organic heart disease is 
more important than the hyperthyroid state itself as a 
cause of the observed cardiac complications. 

Gerald Sandler 


1097. Some Observations on Cretinism and Its Treatment 
D. FEDERMAN, J. Rossins, and J. E. RALL. New Eng- 
land Journal of Medicine [New Engl. J. Med.] 259, 
610-615, Sept. 25, 1958. 2 figs., 12 refs. 


The authors describe the clinical and laboratory find- 
ings in a group of 12 cretins (5 male and 7 female, aged 
4 months to 38 years) seen at the National Institute of 
Arthritis and Metabolic Diseases, Bethesda, Maryland, 
and report the results of treatment with L-triiodothy- 
ronine (T3). The widely differing appearances of cretins 
are stressed. The most consistent laboratory finding in 
untreated cases was a low serum alkaline-phosphatase 
level which, however, rose with treatment. T3 was 
found to be a satisfactory drug in the treatment of cretin- 
ism and a powerful stimulant to bone growth and matura- 
tion when given in sufficiently high dosage. The authors 
state that the best guide to adequate dosage is bone age, 
which can be estimated radiologically. 

D. G. Adamson 


1098. The Value of the Thyrotrophin Stimulation Test 
in the Diagnosis of Myxoedema. (Thyreotropin-stimu- 
lations-provens verdi for myxedemdiagnosen) 

T. Fros, L. K. CHrIsTENSEN, and M. S. ANDERSEN. 
Ugeskrift for Leger (Ugeskr. Leg.| 120, 1545-1548, Nov. 
20, 1958. 5 figs., 10 refs. 


From the Amtssygehus, Gentofte, Copenhagen, the 
authors describe their experience with the thyrotrophin 
stimulation test for the diagnosis of myxoedema. This 
test consists in determining the uptake of radioactive 
iodine (1311) by the thyroid gland 4 and 24 hours after 
its administration, and repeating the determination 24 
hours after the intramuscular injection of 4 U.S.P. 
units of thyrotrophic hormone. 

In 6 euthyroid patients the mean 4- and 24-hour uptake 
of 131] increased by 20-9 and 29-6°% respectively following 
the administration of thyrotrophin, whereas the increase 
in 2 untreated myxoedematous patients was only 1:3 
and 0-4% respectively. In 11 myxoedematous patients 
who were receiving thyroid and showed an abnormally 
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low uptake of 131], this value was not significantly affected 
by thyrotrophin, the maximum increases being 6°6 and 
2.7% for the 4- and 24-hour values respectively, with 
mean values of 0-1 and 1-6% respectively. 

The test was then performed on 22 patients who were 
receiving thyroid, but had not been myxoedematous be- 
fore treatment. Of these, 16 showed a definite increase 
in the 24-hour uptake of 15!I after thyrotrophin, the 
increase in 3 cases being comparable to that seen in 
euthyroid patients. [The reasons for treating these 
patients with thyroid are not stated.] The remaining 6 
patients in this group reacted like myxoedematous 
patients, showing insignificant increases in the uptake of 
3[ in response to the administration of thyrotrophin. 
Itis noteworthy that 2 of these patients had had a lowered 
basal metabolic rate following the resection of a goitre, 
and all 6 had been treated with large doses of thyroid for 
considerable periods, ranging from 3 to 21 years. It is 
suggested that this prolonged administration of thyroid 
hormone had led to atrophy of the thyroid gland, and 
indeed in one case this was confirmed at necropsy. 
Estimations of the serum protein-bound iodine level were 
also carried out on all patients, but the findings showed 
no significant alteration in this value as a result of the 


_ test. H. F. Reichenfeld 


1099. The Speed of Neuromuscular Response in Myx- 
oedema and Its Modification by Treatment. (La vitesse 
de réponse neuro-musculaire dans le myxcedéme et ses 
modifications par la thérapeutique) 

A. FERRARI ForcADE, J. C. CerviNo, A. NAVARRO, J. J. 
RAVERA, J. MAGGIOLO, F. Muxi, J. C. GIANETTO, and 
J.C. Mussio-FourNiER. Bulletin de I’ Académie nationale 
de médecine [Bull. Acad. nat. Méd. (Paris)| 142, 709-716, 
Oct. 21, 1958. 3 refs. 


In investigations carried out at the Faculty of Medicine 
and the Institute of Endocrinology, Montevideo, the 
authors compared the “speed of neuromuscular re- 
sponse * in normal, myxoedematous, and treated myx- 
oedematous subjects. , The technique used consisted in 
measuring the speed with which an electrical stimulus 
applied to a motor nerve was followed by a response in 
the corresponding muscle as recorded by electromyo- 
graphy and was chosen in preference to measurement of 
speed of conduction in the nerve alone, which is difficult 
through the intact skin, with a view to the eventual 
clinical application of the procedure. .By measurement 
of the path involved the results could be expressed in 
terms of the rate of neuromuscular conduction. In a 
Previous investigation the average conduction rate in 30 
normal subjects was found to be 43-5 m. per second 
(S.D. 1-95), whereas in 6 myxoedematous subjects the 
average rate was 32:5 m. per second, representing a 
reduction of 26:5°% compared with the normal. 

The present experiments were carried out on 50 normal 
subjects and 22 hypothyroid patients. In 6 of the latter 
the rate was determined both before and after treatment, 
while in 4 it was determined in the state of myxoedema 
resulting from interruption of treatment. The state of 
thyroid function was estimated by measurement of the 
basal metabolic rate and the blood cholesterol level. 
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The stimulus was applied to the ulnar nerve in the groove 
at the back of the medial epicondyle of the humerus and 
the response recorded from an electrode over the hypo- 
thenar eminence. 

The average conduction rate in 50 normal subjects was 
43-6 m. per second (S.D. 1:22). In 15 myxoedematous 
patients the average rate was 32-6 m. per second (S.D. 
2-8)—a reduction of the normal value by 25-3%. In 15 
patients studied only after treatment had produced a 
euthyroid condition the mean value was 37:6 m. per 
second (S.D. 3-1)—a reduction of the normal value by 
13-8%%. In 4 patients in whom myxoedema had re- 


-appeared following the suspension of treatment the 


average rate was 32-4 m. per second, being thus much the 
same as in untreated cases. In 6 cases treatment caused 
an acceleration from an average of 32-4 to 38-4 m. per 
second, the rate in one case becoming completely normal. 
No correlation was found between the degree of slow- 
ing of the conduction rate and the severity of the 
myxoedema as indicated by elevation of the blood 
cholesterol level and reduction of basal metabolic rate, 
nor between improvement in conduction rate and dura- 
tion of thyroid treatment. 

The difference in average conduction rate between the 
normal subjects and those with therapeutic euthyroidism 
was statistically significant, as was that between the 
normal rate and that in untreated myxoedema. The 
differences between the average rate in untreated myx- 
oedema and that in therapeutic euthyroidism and be- 
tween the. rate during treatment and that observed after 
its suspension were also significant. , 

It is pointed out that the time-interval measured by 
this technique includes both the time of conduction in 
the nerve and that of conduction across the neuro-mus- 
cular synapse. Animal experiments suggest that some 
at least of the delay caused by hypothyroidism occurs in 
the nerve, but further study will be needed to clarify this 
point. 

The main difficulty in interpretation of the results 
arises in therapeutic euthyroidism. In some patients . 
under treatment the conduction rate rapidly becomes 


_ more or less normal whereas in others it remains slow 


even after several months. This may be due to the 
varying effect of myxoedema on the nerves or to varia- 
tions in response to treatment. Perhaps in some cases 
the restoration of normal conduction demands more 
prolonged treatment than was given in the authors’ cases 
— if this last hypothesis is true it may well be that the 
conduction rate will provide a more accurate index of 
metabolic correction than either the basal metabolic rate 
or the blood cholesterol level. A. C. F. Green 


1100. Radioiodine Tracer Tests in the Diagnosis of 
Hyperthyroidism 

K. H. Crarke, K. D. Fatriey, W. E. Kina, and J. 
Mine. British Medical Journal [Brit. med. J.] 2, 
1444-1446, Dec. 13, 1958. 13 refs. 


The merits of different radioactive iodine (131I) deter- 
minations in the diagnosis of “clinically borderline ” 
cases of hyperthyroidism are discussed, particularly the 
131] uptake by the thyroid gland estimated 2 hours and 
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24 hours after administration of the isotope, the neck: 
thigh ratio estimated 2 hours afterwards, and the plasma 
protein-bound 131] (P.B.I.) level estimated 48 hours 
afterwards. 

Between August, 1956, and November, 1957, at the 
Radioiodine Unit, Royal Melbourne Hospital, Mel- 
bourne, 156 consecutive !3!I determinations were carried 
out on 139 patients, a single dose of 20 yc. of 131] being 
given by mouth in all cases. The final assessment was 
based on 100 determinations on 96 patients, those on 
43 patients being excluded because they were probably 
influenced by too recent administration of antithyroid 
drugs, or the patients were frankly toxic, or the diagnosis 
was not established. The 24-hour 13!I uptake of the 
thyroid gland was found to be of little value in diag- 
nosis; there was considerable overlap in these values 
for hyperthyroid and euthyroid subjects, the 24-hour 
uptake being 70°% or less in 21 out of 64 tests on hyper- 
thyroid patients and more than 70% in 10 out of 36 on 
euthyroid patients. However, the 48-hour P.B.I. level, 
the 2-hour neck : thigh ratio, and the 2-hour thyroid 131] 
uptake each gave a correct diagnosis in 80 to 95% of 
cases, values between 0-45 and 0-5°% of the dose per 
litre, 35 and 50 for neck:thigh ratio, and 50 and 55% 
uptake respectively being considered indeterminate. 

The authors state that they have not observed any 
abnormal dietary factors which would account for the 
high 131] uptake of the thyroid gland in euthyroid subjects 
in Melbourne. K. E. Halnan 


1101. Clinical Usefulness of Consecutive Four-day [31 
Serum Levels in Thyroid Disease 

S. von SCHUCHING and A. F. Ast. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 52, 612-623, 
Oct., 1958. 7 figs., 18 refs. 


-At the Veterans Administration Center, Martinsburg, 
West Virginia, the authors have investigated thyroid 
function by studying the “ dynamic distribution” of 
radioactive iodine (131]) in the serum over varying periods 
of time. Serial daily serum total 1311 values were first 
determined in a group of 41 male euthyroid patients of 
varying ages and the conversion ratios of organic-bound 
131] to total 1311 levels in the serum calculated. The 
curves were plotted daily for up to 10 days in each case, 
but since there was a levelling out after 4 days this period 
was selected as a basis for comparison. 

The 4-day curves of serum total 131] and calculation of 
conversion ratios were then obtained for groups of 
hypothyroid and hyperthyroid patients both before and 
after treatment either by surgery or with 131I. These 
curves showed a characteristic pattern (illustrated), 
depending on the clinical status of the patient. It was 
noted that single determination of total or serum-bound 
131] could be misleading. The initial level of serum total 
131] (after 24 hours) was higher and the rate of fall steeper 
in the hypothyroid than in the euthyroid patients, while 
the conversion ratio calculated from 24-hour values was 
lower and the curve continuously flatter. The hyper- 
thyroid patients showed a lower value for serum total 
131] after 24 hours than the euthyroid group, but the 
value rose slightly after 48 hours and then levelled off. 
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The conversion ratios were much higher at 24 and 4g 
hours, but levelled off after 72 hours. 

In hyperthyroid patients who had become euthyroid 
the curve for serum total 131] was typical of the 
euthyroid state, but the conversion-ratio curve was of 
the type obtained in untreated hyperthyroidism. This 
finding was interpreted to mean that the remnant of 
the gland was functioning at the same rate as the whole 
gland had been before treatment, but the reduction in 
total quantity of iodine retained by the remnant indicated 
that the net result produced was similar to that in a 
euthyroid patient. On the other hand, in patients who 
remained hyperthyroid despite treatment both curves 
resembled those obtained before treatment. The 
authors consider that determination of 4-day curves of 
total serum 131] and conversion ratios as described per- 
mits evaluation of the clinical status of the individual 
patient and the metabolic state of the thyroid gland. 
They have found this of particular value in obscure cases 
or in cases in which previous treatment had obscured the 
clinical status and laboratory findings. 

J. Warwick Buckler 
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1102. Hormone Tests in the Diagnosis of Addison’s 


Disease. (Hormontests in der Diagnostik des Morbus 
Addison) 

F. Hent, P. GOpet, and H. Mast. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.] 83, 1928-1931, Oct. 
31, 1958. 3 figs., 14 refs. 


From the Medical Clinic of the University of Tiibingen 
comes this report of the results of the ACTH stimulation 
test in the diagnosis of Addison’s disease. It is recalled 
that the test consists in estimating the 24-hour urinary 
excretion of (1) 17-ketosteroids, (2) dehydro-epi-andro- 
sterone, and (3) 17-hydroxycorticosteroids for an initial 
period of 2 days, and then noting the change in the 
excretion of these substances following the intravenous 
administration of 20 units of ACTH (corticotrophin) 
over a period of 8 hours. A further 24-hour specimen 
of urine is analysed at the conclusion of the test period 
for purposes of comparison. 

In 8 cases of advanced Addison’s disease in patients 
who could not survive without supportive therapy the 
initial levels of excretion of all 3 corticosteroids were 
low, ranging from only 1 to 3 mg. per 24 hours. In 
these cases there was no appreciable increase in response 
to the administration of ACTH. In 8 cases of moderate 
severity, that is, the patients had definite signs of adreno- 


' cortical insufficiency but were not absolutely dependent 


for survival on hormonal therapy, the basal values for 
urinary corticosteroid excretion ranged from 5 to 9 mg. 
in 24 hours, being within the lower range of normal in 4. 
However, in none of these cases either was there any 
significant increase in corticosteroid excretion after the 
administration of ACTH. Lastly, there were 6 cases of 
slight Addison’s disease manifested by lack of energy, 
pigmentation, hypotonia, loss of weight, and a brisk 


response to administration of deoxycortone acetate, |: 


but showing no abnormalities of serum electrolytes un- 
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less exposed to stress. In these patients urinary corti- 
costeroid excretion was initially normal, and showed 
a slight but significant increase after infusion of ACTH. 
Three of these patients deteriorated considerably over a 
period of 3 years, and in 2 of them the authors were able 
to demonstrate a gradually decreasing response to ACTH. 
At the same time the urinary 17-hydroxycorticosteroid 
excretion also fell, but not to the same extent. 
H. F. Reichenfeld 


1103. Aldosterone. [Review Article] 

J.T. AuGust, D. H. NeLson, and G. W. THorN. New 
England Journal of Medicine [New Engl. J. Med.] 259, 
917-923 and 967-971, Nov. 6 and 13, 1958. 2 figs., 
bibliography. 
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1104. A New Diagnostic Procedure for Mild Diabetes 
Mellitus. Evaluation 
Response Test 

R. H. UNGER and L. L. Mapison. Diabetes [Diabetes] 


1, 455-461, Nov.-Dec., 1958. 5 figs., 31 refs. 


In this paper from the Veterans Administration 
Hospital, Dallas, Texas, a study is reported of the value 
of the response to tolbutamide administered intravenously 
in the diagnosis of mild diabetes mellitus. In all the 79 
patients chosen for the study diabetes had been diagnosed 
from the response to the 3-hour oral glucose tolerance 
test and the disease was controlled by diet only. The 
fasting blood glucose level before the trial was 115 to 
184 mg. per 100 ml. in 34 patients and below 115 mg. 
per 100 ml. in 45. A group of 85 hospital patients and 
15 medical students whose response to the oral glucose 
tolerance test was normal served as controls. 

After an all-night fast blood was taken for estimation 
of the glucose level and then 1 g. of sodium tolbutamide 
in 11 ml. of water was injected intravenously over a 
period of 2 minutes. Blood was taken at intervals timed 
from the mid-point of the injection, and the glucose level 
determined in duplicate. In non-diabetic subjects there 
was a rapid fall in the blood glucose level to a mean of 
60% (range 82 to 6%) of the pre-test level at 20 minutes 
after the injection. In the diabetics the fall in the blood 
glucose level following the injection was slower and more 
prolonged. At 20 minutes after the injection of tolbut- 
amide the blood glucose level was below 84%% of the pre- 
test value in 96 of the non-diabetics, and was at or above 
84% of the pre-test value in 74 of the diabetics. At 30 
minutes after the injection the blood glucose level was 
below 77°%% of the pre-test value in 99 of the non- 
diabetics and at or above 77% in 64 of the diabetics. 

Some of the non-diabetic patients had hypoglycaemic 
symptoms during the tests, which, however, did not have 
to be terminated. In 23 of the non diabetics the blood 


glucose level fell below 25 mg. per 100 ml. during the 
test. In one subject nausea, vomiting, abdominal pain, 
and urticaria started 2 minutes after the injection of 
tolbutamide and lasted 6 hours. 
Discussing the results the authors suggest that a blood 
glucose level at or above 84% of the pre-test value 20 
2B 
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minutes after the injection is strong diagnostic evidence 
of diabetes and a level below 80% is strong evidence 
against diabetes. If the blood glucose level remains 
at or above 77% of the pre-test value 30 minutes after 
the injection there is additional evidence of the presence 


_of diabetes. 


The test is claimed to be simpler and quicker to per- 
form than the standard glucose tolerance test, to which 
it may be considered a useful supplement. 

Charles Rolland 


1005. Effects of Insulin, Tolbutamide and Phenethyldi- 
guanidine on Peripheral Glucose Uptake in Man 

J. BUTTERFIELD, I. Kesey Fry, and E. HoLuinGc. Dia- 
betes [Diabetes] 7, 449-454, Nov.-Dec., 1958. 6 figs., 
19 refs. 


A new technique for the estimation of tissue uptake of 
glucose, developed at Guy’s Hospital, London, and to be | 
described elsewhere, was used to study the peripheral 
action of insulin and the oral hypoglycaemic agents. 
The subjects fasted overnight (16 hours) and then poly- 
thene catheters were inserted into the brachial artery and 
an antecubital vein. Blood flow in the forearm was 
estimated by a venous occlusion plethysmograph before, 
during, and after the collection of blood samples, which 
were taken simultaneously from the artery and the vein 
at intervals. After four fasting specimens had been 
obtained, 7 g. of glucose was infused intravenously over 
a period of 20 minutes. The peripheral glucose uptake 
was expressed in mg. per 100 ml. forearm volume per 
minute, and calculated as the product of the blood flow 
and the arterio-venous glucose difference. 

It was found that each subject had a threshold level of 
arterial glucose concentration below which no uptake of 
glucose was observed. This tissue threshold was higher 
in diabetics than in healthy subjects, but in both there was 
a linear relationship between the arterial glucose level 
and the tissue uptake. In 4 diabetics subcutaneous 
administration of insulin 2 hours before the glucose 
infusion reduced the tissue threshold, but did not increase 
the rate of tissue uptake of glucose. Injection into the 
artery of 0-1 unit of glucagon-free insulin reduced the 
tissue threshold in 4 diabetic subjects without a significant 
reduction in the blood sugar level. Tolbutamide and 
phenethyldiguanidine also lowered the tissue threshold 
for glucose uptake in diabetic subjects, but this effect 
was observed only in patients whose diabetes was already 
successfully controlled by hypoglycaemic drugs. 

Charles Rolland 


1106. Clinical Use of the Biguanides and Their Role in 
Stabilizing Juvenile-type Diabetes 

L. P. KRALL, P. Wuite, and R. F. Brapiey. Diabetes 
[Diabetes] 7, 468-477, Nov.—Dec., 1958. 9 figs., 10 refs. 


Seventy-two growth-onset cases of diabetes, receiving 
a regulated diet, were treated from one to 16 months 
with the biguanides DBI and DBB and in some cases a 
smaller supplemental dose of insulin. Eighty-nine per 
cent responded with significant blood sugar lowering, 
but 53° of the total group discontinued the drug because 
of side effects or failure to lower blood sugar levels in 
the doses used. Thirty cases still continue treatment 
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for one to 16 months (average 7 months). Fourteen of 
these are being treated with DBI and diet alone, while 
16 others also receive significantly lowered doses of 
insulin. 

Gastrointestinal side effects occurred in almost one 
half of the patients although these were not always — 
severe enough to discontinue treatment. No clinical 
evidence of toxicity occurred and none by tests of hepatic, 
renal or hematologic function. Significant severe hypo- 
glycemic reactions were not found. Linear growth and 
gain in weight followed the expected normal curves. 

Restoration of normal venular tone in the abnormally 
dilated venules of the bulbar conjunctiva was observed in 
some cases. 

Short-term cases treated with biguanide alone appear 
to have done better than expected in delaying natural 
intensification of diabetes and the long-term cases did 
better than expected in respect to insulin requirement. 
An attempt at stabilization is justifiable in the usually 
labile, severe growth-onset diabetics. When side effects 
can be eliminated or the biguanides tolerated, DBI and 
DBB appear to be useful adjuncts in the total therapy of 
juvenile diabetes.—[Authors’ summary. ] 


1107. The Relation between Body Weight and Dosage of 
Insulin in Juvenile Diabetes Mellitus 

B. ZACHAU-CHRISTIANSEN. Danish Medical Bulletin 
[Dan. med. Bull.] 5, 228-233, Oct., 1958. 4 figs., 22 refs. 


The relationship between body weight and insulin 
requirements in juvenile diabetes was studied at Sundby 
Hospital, Copenhagen, in 80 patients with onset of 
diabetes before the age of 15 years. There was some 
retardation in height before puberty, this being more 
pronounced in girls. Body weight in boys did not 
deviate significantly from the normal; it was normal in 
-girls until puberty, but after the age of 12 years there was 
a distinct retardation in weight. Statistical analysis 
showed a constant insulin requirement per kg. body 
weight irrespective of the sex and age of the patient, the 
duration of the disease, and the type of insulin given. 
The author suggests that these patients have little endo- 
genous insulin. The daily excretion of sugar in the urine 
was high and may have been the cause of the retarded 
development after puberty. I. McLean Baird 


1108. Vitamin B;2 and Retinopathy in Juvenile Diabetics. 
{In English] 

T. Kornerup and L. Str6m. Acta paediatrica [Acta 
paediat. (Uppsala)\ 47, 646-651, Nov., 1958. 10 refs. 


In view of the conflicting reports which have recently 
been published of the effect of vitamin B;2 (cyanocobala- 
min) on diabetic retinopathy the authors, working at 
Karolinska Sjukhuset, Stockholm, treated a group of 15 
diabetics whose disease had started before the age of 
15 with daily injections of the vitamin for 2 years, the 
average dose being 100 ug. A control group consisting 
of 22 similar juvenile diabetics were given no vitamin 
Bi2, but were otherwise treated on identical lines. 
Ophthalmoscopic examination was carried out at least 
twice each year. All the 15 treated patients had retino- 
pathy at the beginning of the observation period, whereas 
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14 members of the control group were then free of this 
complication. The average duration of the diabetes was 
also longer in the vitamin-treated group, in which condi- 
tions were thus less favourable than in the control group. 

After 2 years’ treatment 8 of the treated group had 
become free of retinopathy; in the control group the 
number of those suffering from this complication had 
increased by 2. No effect of the treatment on cutaneous 
necrobiosis in one case was noted. 

Out of 22 adult diabetics with established retinopathy 
treated similarly with vitamin Bj2, only one showed 
improvement. 

[The degree of improvement reported is surprising 
and these results, if confirmed by others, will be of great 
importance.] T. D. Kellock 


1109. The Effect on Diabetes in Man of Insulin, Hypo- 
glycaemic Sulphonamides, and Biguanides. (Zur Be- 
einflussung des menschlichen Diabetes mit Insulin, blut- 
zuckersenkenden Sulfonamiden sowie den Biguaniden) 
A. BERINGER, K. HupKA, K. MOsSLACHER, K. Moser, 
and R. WENGER. Wiener medizinische Wochenschrift 
[Wien. med. Wschr.| 108, 639-643, Aug. 2, 1958. 23 
refs. 


In this study of the pathogenesis of diabetes mellitus 
and its modification by insulin, reported from the First 
Medical Clinic, University of Vienna, samples of blood 
from a peripheral vein and the hepatic vein were analysed 
for sugar and pyruvic acid levels, lactic acid dehydro- 
genase activity, and oxygen saturation. The relative 
importance of increased sugar production in the liver 
and decreased peripheral glucose utilization in the pro- 
duction of diabetes is discussed and evidence is adduced 
to show that the activity of the liver varies throughout 
the day. 

In an experiment designed to establish the influence 
of insulin on hepatic glucose secretion patients with 
severe diabetes were given a mixture of amorphous and 
crystalline insulin zinc suspension (1.Z.S.; depot insulin) 
in order to keep the blood sugar level constant. After 
resting blood sugar levels had been determined an addi- 
tional dose of amorphous I.Z.S. was given, thus making 
it possible to study the protracted and acute effects of 
insulin. This showed that the difference between the 
glucose levels in the hepatic and peripheral veins in the 
fasting state remained within normal limits (that is, 13 
to 17 mg. per 100 ml.), and that after the injection of the 
slower-acting insulin this difference diminished and at 
times disappeared. It is concluded that the increased 
blood sugar level is mainly due to decreased peripheral 
utilization. Further it was shown that the only effect 
on hepatic glucose secretion was the acute insulin effect, 
thus pointing to a disturbance of peripheral glucose 
metabolism in diabetes. However, the fact that the liver 
fails to diminish the rate of release of glucose in the face 
of a high diabetic blood sugar level, that is, does not 
adapt itself as the normal liver does, indicates some 
disturbance of liver function. “Liver biopsy examination 
has shown the hepatic glucose content to be greater in 
diabetic patients and in cases of prolonged hyper 
insulinism than in normal fasting subjects; this finding 
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ENDOCRINOLOGY 
suggests that there is increased glucose deposition in the _ 


liver and is against the theory of increased glucogenesis. 

The infusion of dextrose labelled with radioactive 
carbon in alloxan-diabetic rabbits treated with insulin 
showed that insulin potentiated the deposition of hepatic 
glucose. Once the effect of insulin ceased no radioactive 
carbon was found in hepatic glucose or fats. 
experimental animals, on the other hand, even the livers 
of fasted animals showed considerable sugar-storing 
ability. Thus, it is concluded, the increased glycogen 
content of the diabetic liver is due to a decrease in the 
production of fat from sugar in the presence of dimin- 
ished peripheral glucose utilization. 

In further studies it was found that the action of hypo- 
glycaemic sulphonamides on the liver was essentially 
similar to that of insulin, but that these substances have 
no peripheral action. It was also shown that the bigu- 
anide “* W 32” produced a decrease in hepatic glucose 
secretion and an increase in the blood lactic acid level, 
this increase being more marked in peripheral blood 
than in hepatic venous blood. Muscle glycogen was 
markedly decreased, whereas liver glycogen increased, 
though not to the same extent as after administration of 
the sulphonamides. A. G. Mullins 


1110. Severe Insulin Lipodystrophy as a Possible Cause 
of Instability in Diabetics 

R. G. PALEY and M. H. Scorr. British Medical Journal 
[Brit. med. J.] 2, 1331-1334, Nov. 29, 1958. 3 figs., 
12 refs. 


The authors report, from the Department of Medicine, 
University of Leeds, a study of the effect of diabetic 
lipodystrophy on the absorption of insulin and hence 
on control of the diabetes. In 6 patients with severe 
lipo-atrophy and long-standing unstable diabetes signifi- 
cant differences were found in the absorption of insulin 
after injection into normal fat, atrophic fat, and normal 
muscle, but no definite pattern emerged. In 2 out of 3 
patients with the hypertrophic form of lipodystrophy 
no difference was observed in absorption from the various 
sites. 

The authors conclude that lipodystrophy is not a 
cause of instability of diabetes. There was no evidence 
of muscle necrosis in patients given insulin intramuscu- 
larly for 4 to 7 days. ’ A. Gordon Beckett 


1111. Remittent Insulin-insensitive Diabetes 
R. British Medical Journal [Brit. med. J.) 2, 
1328-1331, Nov. 29, 1958. 2 figs., 10 refs. 


A diabetic syndrome characterized by marked insulin 
insensitivity and periods of complete or partial re- 
Mission is described, and 8 cases seen at the General Hos- 
pital, Singapore, in which more than 200 units of insulin 
were required daily for more than 7 consecutive days 
are reported. Several of the patients (aged 16 to 63 
years) were thin and 7 had some degree of ketosis. 
Insulin in a daily dosage varying from 240 to 720 units 
Was given for periods up to 5 months. Then insulin 
Tfequirements fell suddenly to nil in 7 cases and to 10 
units daily in the remaining case. In 4 cases remission 
lasted 38, 27, 22, and 12 months respectively, while in 2 


In healthy 


[Chlorpropamide]. 


355 


no relapse had occurred after 3 years. No satisfactory 
cause for the insulin resistance could be found, although 
the episode was precipitated by pulmonary tuberculosis 
in 2 cases, by a common cold in one case, by pregnancy 
in one (twice in the same patient), and by treatment of 
acute gout in one. 

The author considers that this type of diabetes is much 
more common in Singapore than elsewhere since he has 
seen 38 such cases during the last 5 years. He points 
out that this insulin insensitivity is not due to deteriora- 
tion of insulin in the tropics or to excessive zeal in 
aiming at perfect control of the diabetes. He concludes 
that with “‘ aggressive”’ treatment of insulin-resistant 
diabetes remissions can be induced more commonly and 
that such remissions may be long-lasting. The diabetes 
in these cases can often be controlled by administration 
of tolbutamide, and with the wider use of this drug 
cases of insulin-resistant diabetes will become very rare. 

A. Gordon Beckett 


1112. The Use of Phenmetrazine Hydrochloride (Pre- 
ludin) in the Obese Diabetic 

W. LetrH and J.C. Beck. Canadian Medical Association 
Journal (Canad. med. Ass. J.] 79, 897-898, Dec. 1, 1958. 
2 figs., 5 refs. : 


The weight-reducing properties of preludin (phen- 
metrazine hydrochloride) and the effect of the drug on 
the diabetic state, particularly the blood glucose level 
and insulin requirements, were studied in 30 obese dia-_ 
betics chosen at random from those attending the Diabetic 
Clinic, Royal Victoria Hospital, Montreal. Of the 30 
patients, 15 required protamine zinc insulin in a dosage 
varying from 16 to 60 units daily; in the remaining 15 the 
diabetes was controlled by diet alone. None of the 
patients was losing weight before the trial began. 

Throughout the investigation the diabetic diet and 
dosage of insulin were unchanged. The double-blind 
technique was used, 25 mg. of preludin ora matched 
placebo being given 3 times a day 15 minutes before 
meals; the follow-up period varied from 2 to 6 months. 
The postcibal blood sugar level was determined 1 to 3 
hours after the morning meal by the method of Folin. 
Of the 30 patients, 10 failed to cooperate and were 
dropped from the investigation. Of the remaining 20 
patients, 15 lost weight while taking preludin but not while 
taking the placebo. In 5 patients there was no loss of 
weight with preludin. The postcibal blood sugar level 
was not significantly altered by preludin administration. 
A definite hyperglycaemic effect which might have been 
attributable to the drug was noted in one patient only. 


A. G. Mullins 
1113. Hypoglycemic Effects of 1-( 


Observations in 


A. M. Tornow, M. R. ZINKE, P. GREENBERG, and C. M. 
Leevy. Diabetes [Diabetes] 8, 1-6, Jan.—Feb., 1959. 
6 figs., 17 refs. 


1114. Insulin-like Activity of Normal and Diabetic 


_ Human Serum 


P. M. BEIGELMAN. Diabetes [Diabetes] 8, 29-35, Jan.- 
Feb., 1959. 5 figs., 14 refs. 
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1115. The Diagnosis of Gout. Significance of an 
Elevated Serum Uric Acid Value 

J. C. Go_ptuwalt, C. F. Buter, and J. S. STILLMAN. 
New England Journal of Medicine [New Engl. J. Med.) 
259, 1095-1099, Dec. 4, 1958. 28 refs. 


Between 1949 and 1956 a total of 225 patients at the 
Robert Breck Brigham Hospital, Boston, were found to 
have serum uric levels above 6 mg. per 100 ml. as deter- 
mined by the Archibald modification of the Kern- 
Stransky method. Only 113 of these patients had gout; 
in the remaining 112 rheumatoid arthritis and a wide 
range of miscellaneous conditions were diagnosed. (The 
majority of patients attending this hospital have some 
type of bone or joint disease.) Polycythaemia, leu- 
kaemia, and myeloma were not encountered and there 
were only 2 cases of renal disease. Since only 6 of the 112 
patients gave a positive family history of gout this was 
not an important factor in explaining the high serum uric 
acid levels. 

Although the authors do not discuss the serum uric 
acid levels in the general population, they do refer to the 
many workers who have found that values greater than 
6 mg. per 100 ml. are not uncommon in the general 
population. They consider that in their series they 
observed the random occurrence of hyperuricaemia. 

K. C. Robinson 


1116. Evaluation of Hormonal Therapy in Rheumatic 
Fever 


J. Rosites Git. Archives of Interamerican Rheumatology 


(Arch. interamer. Rheum.| 1, 441-456, Sept., 1958. 7 


figs., 40 refs. 


In this paper from the Rheumatology Department of 
the National Institute of Cardiology, Mexico, the author 
analyses in some detail the results obtained with hor- 
mones (corticotrophin (ACTH), cortisone, or prednisone) 
in 66 patients with rheumatic fever. There was “ clear 
improvement ”’ in the signs and symptoms, but the effect 
of the hormones on the duration of rheumatic activity 
was problematical. The author briefly discusses a series 
of 30 patients with rheumatic fever who were treated with 
salicylates, and concludes that they did less well than 
patients given hormonal treatment. A study of the 
clinical records of 500 untreated patients left no doubt 
that progress in these patients was less favourable than 
in those given either hormones or salicylates. 

K. C. Robinson 


1117. Rheumatic Pneumonitis. II. Report on the Clini- 
cal and Laboratory Findings in Twenty-three Patients 

D. Go.princ, M. R. BeHRerR, G. Brown, and G. 
E.uiotr. Journal of Pediatrics [J. Pediat.] 53, 547-565, 
Nov., 1958. 22 figs., 6 refs. ; 


In this paper from Washington University School of 
Medicine, St. Louis, the authors present an analysis of 
the clinical and laboratory findings in: (1) 16 children 


studied during the past 3 years who died from severe 


rheumatic fever and in whom characteristic, though not 
specific, microscopic changes compatible with the diag. 
nosis of rheumatic pneumonitis were found in the lung 
parenchyma at necropsy; and (2) 7 other children 
selected from among those with severe rheumatic fever 
seen during the same period who survived and in whom 
the clinical and laboratory findings were so similar to 
those in the 16 fatal cases that the diagnosis of rheumatic 
pneumonitis was considered to be justified. 

All 23 patients were treated with digoxin, parenteral 
penicillin, and streptomycin and all were kept in oxygen 
tents. Twelve patients in Group 1 and 3 in Group 2 
were given aspirin in a dosage of 0-14 g. (2 grains) per 
kg. body weight per day; 7 in Group 1 and 5 in Group2 
were treated with cortisone or prednisone in variable 
dosage; and 4 in Group | received neither aspirin nor 
hormones. 

In 10 of the cases in Group 1 rheumatic pneumonitis 

developed during the first attack of rheumatic fever— 
in 5 during the first month of, the disease and in the other 
5 later. The remaining 6 patients had already experi- 
enced one or more previous attacks of rheumatic fever. 
Only 9 of the 16 had a cough. The most constant find- 
ings were extreme tachypnoea and dyspnoea with mini- 
mal cyanosis. The physical signs in the lungs were often 
minimal and usually migratory, with evidence of patchy 
consolidation and scattered rales. All the patients in 
this group had clinical and electrocardiographic evidence 
of carditis. Of the 12 patients who underwent x-ray 
examination, only 10 had radiological evidence of 
pneumonia, 7 of whom exhibited diffuse, homogeneous, 
zonal infiltrates which were usually bilateral. A peri- 
hilar zone was usually left clear. There was little correla- 
tion between the radiological and necropsy findings. On 
histological examination fibrin deposition was found in 
the alveoli in all 16 cases, haemosiderin deposits in 12, 
and hyaline membranes in 8. Infarctions were not en- 
countered. In 11 of the 16 patients the pneumonitis 
involved 10 to 20°% of the lung tissue examined. Méini- 
mal evidence of bacterial pneumonia was found in 7 
cases. 
In Group 2 the time of onset of the rheumatic pneu- 
monitis and the clinical picture were very similar. All 
7 patients had radiological evidence of consolidation, 
which was zonal in 4, segmental in one, and combined in 
2 cases; in all cases this cleared up within 4 weeks. All 
the patients in this group had gross residual heart disease, 
which seemed to be slightly less severe in the 5 who 
received hormone therapy, though the numbers are too 
small for this finding to be of significance. Of the 12 
children who received cortisone or prednisone, 5 survived 
compared with 2 of the remainder. The best results 
were obtained with the higher doses of hormones. 

The authors consider the possibility to have been 
excluded that the pulmonary involvement in their patients 
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was due primarily to bacterial infection or was secondary 
to congestive failure, acute myocarditis, or pulmonary 
oedema, although all these may occur concomitantly 
with rheumatic pneumonitis. Viral pneumonia was a 
remotely possible alternative diagnosis. They regard 
theumatic pneumonitis as “‘ a reaction of the pulmonary 
vasculature to injury by rheumatic fever ” [but no histo- 
logical evidence is provided of any vascular changes in 
the lungs, and the state of the vessels is not mentioned in 
the necropsy findings]. 

[The authors are evidently not fully convinced of the 
value of salicylates or corticosteroids in the treatment of 
rheumatic fever, and this may explain why some of these 
severely ill patients remained untreated, while in other 
cases steroid treatment was instituted only after consider- 
able delay. The high mortality and the severe sequelae 
may have been the result of this management.] 


John Lorber 
1118. Rheumatic Fever. A Revicw of the Literature 
R. J. Donovan. Bulletin of the School of Medicine, 


University of Maryland [Bull. Sch. Med. Maryland] 43, 
75-96, Oct., 1958. Bibliography. 


CHRONIC RHEUMATISM 
1119. Treatment of Rheumatoid Arthritis with Chloro- 


H. Futp and L. Horwicu. British Medical Journal 
[Brit. med. J.] 2, 1199-1201, Nov. 15, 1958. 13 refs. 


The literature on the use of chloroquine in the manage- 
ment of rheumatoid arthritis is reviewed. Results in 
treatment and following up 39 patients from 3 months 
to 4 years are described. Complete remission of the 
disease process was obtained in 309% of cases, a major 
improvement occurred in 50%, and insignificant or no 
benefit was noted in about 20° of the patients. The 
drug proved harmless and was well tolerated in larger 
doses than used by other authors. Relapses whilst on 
chloroquine were not observed in our series. 

We recommend a regime of treatment consisting in 
bed rest, induced pyrexia, blood transfusions, and salicy- 
lates during the first 3 weeks of treatment, and tablets of 
chloroquine sulphate, 200 mg. three times a day through- 
out the treatment or immediately after induced fever— 
this dose of chloroquine to be continued until a remission 
has been obtained, when the dose may be decreased to 
400 mg. daily (equals 300 mg. base). The maintenance 
therapy may be required for 12 months or longer.— 
[Authors’ summary.] 


1120. Radiosodium Clearance from the Knee Joint in 
Rheumatoid Arthritis 

R. Harris, J. B. MILLARD, and S. R. BANERJEE. Annals 
of the Rheumatic Diseases (Ann. rheum. Dis.] 17, 189-195, 
June, 1958. 5 figs., 9 refs. 


At the Devonshire Royal Hospital, Buxton, Derby- 
shire, 0-2 to 0-5 ml. of isotonic saline solution containing 
Sto 10 pc. of radioactive sodium (24Na) was injected into 
each of 69 knees of patients with rheumatoid arthritis, 
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all of whom had polyarthritis affecting 3 or more joints 
of at least 3 months’ duration; 50 normal knees were 
similarly injected to serve as controls. The removal of 
the 24Na was measured by double scintillation counters 
and plotted semi-logarithmically against time to give a 
fairly straight line, from which the clearance constant 
was calculated by a formula which is given. There was 
a close relation between the clearance rate and the degree 
of local activity of the disease—the more active the 
disease, the higher the clearance rate. 

The erythrocyte sedimentation rate (Westergren) was 
also recorded in all the patients within one week of the 
sodium clearance measurement; the results indicated 
that clearance of 24Na depends on local factors and not 
on the general disease activity. In 13 knees the clearance 
of 24Na was measured before and after the intra-articular 
injection of hydrocortisone acetate. This showed that, 
in general, the second clearance rate was lower than the 
first. 

In the authors’ opinion the rate of removal of radio- 
active sodium, as studied, is a measure of the state of 
thelocal circulation. The method is relatively convenient 
and simple to carry out; it has advantages over other 
methods of measuring circulatory changes and could be 
used for screening potentially active drugs. 

J. Warwick Buckler 


1121. Studies on the Latex-fixation Test. [In English] 
H. HEpDBERG. Acta rheumatologica Scandinavica [Acta 
rheum. scand.| 4, 257-265, 1958. 10 refs. 


In the study here reported from the University Hospi- 
tal, Lund, Sweden, the titre of the euglobulin fraction of 
serum as determined by the latex-fixation test of Singer 
and Plotz was compared with that of whole serum in 38 
patients with rheumatoid arthritis and 42 control sub- 
jects. In patients with early rheumatoid arthritis and 
in cases which had been treated with corticosteroid © 
derivatives the latex-fixation titre was more often found 
to be positive in the euglobulin fraction than in the whole 
serum. Prozone phenomena were often seen in dilu- 
tions of whole serum, but rarely in those of the euglobulin 
fraction. An adaptation of the inhibition test of Ziff 
et al. (Amer. J. Med., 1956, 20, 500; Abstr. Wid Med., 
1956, 20, 387) for the latex gamma-globulin system was 
not successful and only emphasized the differences be- 
tween the latex test and the sensitized sheep-cell system. 

G. W. Csonka 


1122. Some Aspects of the Intracutaneous Congo Red 
Test for Rheumatoid Arthritis. [In English] 

J. KirpitA. Acta rheumatologica Scandinavica [Acta 
rheum. scand.] 4, 276-285, 1958. 2 figs., 9 refs. 


At the Rheumatism Foundation Hospital, Heinola, 
Finland, the Congo-red test was performed by giving 
an intracutaneous injection of 0-1 ml. of a 1% saline 
solution of the dye to 115 patients with rheumatoid 
arthritis and 30 control subjects at symmetrical sites on 
the volar and dorsal aspects of the arms and on the back 
and thighs. The colour reaction was more intense and 
persistent in the rheumatoid group than in the controls. 
A positive correlation between severity of the rheuma- 
oid arthritis and intensity of the colour reaction was 
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established. Of the several areas tested, the skin of the 
thigh gave particularly clear results and is recommended 
as the standard site. G. W. Csonka 


1123. Clinical Features and Course of Ankylosing Spon- 
dylitis as Seen in a Follow-up of 222 Hospital Referred 
Cases 

M. WILKINSON and E. G. L. Bywaters. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.| 17, 209-228, 
June, 1958. 14 figs., 30 refs. 


Of 222 patients (out of a total of 242) treated for anky- 
losing spondylitis at the Hammersmith Hospital (Post- 
graduate Medical School of London) between January, 
1940, and December, 1955, 212 were traced and the 
course of the disease studied. All the patients fulfilled 
the same criteria, the minimal requirement being back- 
ache and radiological changes in both sacro-iliac joints. 
The sex ratio was 4-4 males to 1 female. The age of 
onset varied from 10 to over 50 years, but in 70% of the 
cases symptoms were first noticed between the ages of 
20 and 40. 

Comprehensive details are given of the progress of the 
disease, which almost invariably spreads up the spine; 
the incidence of “* root joint ” (hip or shoulder) involve- 
ment (39%) and peripheral joint involvement (24%) 
did not change after 10 years’ duration of the disease. 
About one-quarter of the patients showed extra-articular 
bone lesions. The ability to expand the chest became 
gradually more limited, although the incidence of pul- 
monary complications was very similar to that reported 
in a series of cases of rheumatoid arthritis and in a con- 
trol series. There was a slow decrease in functional 
capacity with increasing duration of the disease, but 
63% of the patients seen after more than 20 years of ill- 
ness were still working. The erythrocyte sedimentation 
rate (E.S.R.) (Westergren) was 15 mm. or more in one 
hour in about half the patients tested, and this proportion 
did not vary significantly with duration of symptoms. 
There was a fair agreement between the E.S.R. and 
clinical symptoms when the disease was active, but less 
agreement when clinical signs suggested that the disease 
was inactive. 

Radiotherapy was found to be of value only in reliev- 
ing pain and rarely restored restricted movement. Of 
the 17 deaths in the series, 3 were probably attributable 
to radiotherapy—one case of myeloid leukaemia and 2 
in which pulmonary tuberculosis was activated. Cardio- 
vascular complications were found in 16 patients and 
could be said to be rhéumatic or rheumatoid in aetiology 
in 9 cases, of which 4 were cases of acute or adherent 
pericarditis, 3 showed valve lesions from coincident rheu- 
matic fever, and 2 were probably “‘ rheumatoid aortitis ”’ 
as previously described by Bauer et al. (Ann. rheum. Dis., 
1951, 10, 470) and by Bywaters (Brit. Heart J., 1950, 12, 
101). Uveitis was reported in 56 patients (25°%). 

The authors conclude that patients without extra- 
spinal joint involvement have the better prognosis. If 
the disease begins after the age of 30, or if symptoms have 
been present for 10 years without evidence of extra- 
spinal involvement, then the patient will probably escape 
with a rigid spine but without extra-spinal joint lesions. 


It is noted that in Great Britain ankylosing spondylitis js 
considered to be a separate entity from rheumatoid 
arthritis on the following grounds: the age and sex 
incidences are different, the Rose—Waaler reaction js 
negative, uveitis is frequently present, rheumatic nodules 
are absent, and the condition responds well to radio- 
therapy. Although the cervical spine is frequently in- 
volved in rheumatoid arthritis, the lower spine and 
sacro-iliac joints rarely are. 

[This is an excellent review of the subject and should 
be read in its entirety.] J. Warwick Buckler 


COLLAGEN DISEASES 


1124. Renal Function in Scleroderma 

L. Ural, Z. NAGy, G. SZINAy, and W. WILTNER. British 
Medical Journal (Brit. med. J.] 2, 1264-1266, Nov. 22, 
1958. 1 fig., 34 refs. 


An investigation of renal function in 25 patients with 
scleroderma of varying severity is reported from the 
University of Budapest. The effective renal plasma flow, 
as measured by PAH clearance, was reduced in over 80% 
of the cases, whereas the glomerular filtration rate, which 
was studied by the endogenous creatinine clearance 
method, was normal in 23 of the 25 cases and moderately 
reduced in the other 2. The filtration fraction was com- 
puted from these values and found to be much in- 
creased in 19 out of the 25 cases. It is concluded that 
this indicates that the anatomical renal changes are 
accompanied by spasm of the efferent vessels, possibly 
as a compensatory mechanism designed to maintain good 
glomerular function in the presence of renal vascular 
lesions. It is considered that the finding of a reduced 
renal plasma flow in patients with this disorder gives 
an earlier indication of sclerodermal renal involvement 
than do other clinical tests. G. W. Csonka 


1125. Reaction of Lupus Erythematosus Serum with 
Nuclei of Circulating and Non-circulating Cells 

W. R. M. ALEXANDER and J. J. R. Dutnie. British 
Medical Journal [Brit. med. J.| 2, 1565-1566, Dec. 27, 
1958. 8 refs. 


In the study here described from the Northern General 
Hospital, Edinburgh, the authors used the fluorescent 
antibody technique to confirm that the serum of patients 
with disseminated lupus erythematosus (D.L.E.) contains 
a globulin which combines with tissue nuclei. Untreated 
tissue from patients with D.L.E. showed no evidence of 
globulin being adsorbed in vivo. 

After exposure to 8 D.L.E. sera, nuclear fluorescence 
(indicating globulin uptake) was manifested by all of 8 
preparations of normal Group-O leucocytes, but only 
by 6 out of 8 preparations of autologous leucocytes; 
also by 6 out of 8 preparations of healthy skin, but only 
3 out of 8 of autologous skin. The authors suggest that 
tissue from patients with D.L.E. has less than normal 
affinity for lupus globulin. 

[In a study on so few patients and with such a tricky 
technique this conclusion seems unconvincing.] 

M. Wilkinson 
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Neurology and Neurosurgery 


1126. A Nervous Disease Apparently of Nutritional 
Origin in German Prisoners of War in Egypt in the Second 
World War. (Uber eine wahrscheinlich ernahrungs- 
bedingte Nervenerkrankung bei deutschen Kriegsgefan- 
genen des 2. Weltkrieges in Agypten) 

W. G. BrAuER. Artztliche Wochenschrift [Arztl. Wschr.] 
13, 1104-1110, Dec. 12, 1958. 9 refs. 


The author describes a neurological disorder which 
occurred among German prisoners of war with whom the 
author was interned in Egypt during the second World 
War. From the detailed symptoms in over 100 cases a 
composite clinical picture emerges, consisting in optic 
neuritis progressing to optic atrophy, peripheral par- 
aesthesiae (pins and needles, burning feet, or formication), 
ataxia, nerve deafness preceded by tinnitus, abductor 
weakness of the vocal chords, and in some cases mental 
changes. The tendon reflexes in the lower limbs were 
exaggerated in all cases, while laboratory findings revealed 
a tendency to hyperchromic anaemia in many. Gastric 
achlorhydria was present in 10°%, some three-fifths of 
these patients showing ataxia. 

The author compares the symptoms, signs, and course 
of this syndrome with those reported from Japanese 
internment camps. In an attempt to find an aetiological 
explanation he reviews published reports on neurological 
disturbances resulting from thiamine deficiency, and con- 
cludes that the syndrome resembles very closely that in 
which thiamine deficiency may be brought about by a 
combination of low thiamine intake, faulty absorption 
due to gastro-intestinal disorder (for example, achlor- 
hydria), and the increased thiamine requirement which 
is needed for a diet which contains a large proportion of 
carbohydrate, together with high external temperature 
(as in Egypt) and intercurrent febrile illnesses. The 
possibility of there being an unidentified “* anti-vitamin ” 
or vitamin-blocking agent in the type of diet provided in 
many prison camps is also explored. J. B. Stanton 


1127. Impairment of. Flicker Discrimination in Brain- 
damaged Patients 

O. A. Parsons and M. M. Huse. Neurology [Neurology 
(Minneap.)| 8, 750-755, Oct., 1958. 1 fig., 8 refs. 


In an attempt to confirm the claim that determination 
of the flicker-fusion visual field is of value in the location 


' of brain lesions the authors have carried out this pro- 


cedure at Duke University Medical Center, Durham, 
North Carolina, in 26 normal subjects matched in respect 
of age, sex, and education with 26 patients with brain 
damage, these latter being divided into two equal sub- 
groups of 13 in whom a tumour or brain lesion had been 
removed at operation and 13 who were showing definite 
clinical, electroencephalographic, or radiological evidence 
of brain damage. Testing was carried out with a peri- 
meter having a radius of 410 mm., a red fixation light, 
and background illumination of 0-7 foot candles (f.c.). 


The flicker light, which had a range of 8 to 60 c.p.s., 
was 14 mm. in diameter and subtended an angle of 1-96 
degrees at the retina with an illumination of 5-9 f.c. 
Tests were conducted with decreasing speeds of flicker, 
the central area being tested for monocular and binocular 
vision and the peripheral field at 10-degree intervals out 
to 30 degrees. 

It was clearly established that patients with brain 
damage had a significantly lower flicker-fusion frequency 
at all points in the fields tested and larger discrepancies 
in thresholds in non-homonymous fields. It was noted 
that both groups of patients showed the same degree of 
visual impairment to flicker-fusion frequency. 

Brodie Hughes 


1128. Cervical Arthropathy in Syringomyelia, Tabes 
Dorsalis and Diabetes 

R. BRAIN and M. WILKINSON. Brain [Brain] 81, 275-— 
289, Sept. [received Nov.], 1958. 16 figs., 20 refs. 


At the Neurological Department of the London Hos- 
pital radiological examination of the cervical spine of all 
patients with syringomyelia seen over the past 10 years 
has revealed significant changes in 24 out of 52 cases of 
this disease, such changes being more common in males 
(11 out of 19) than in females (13 out of 33), especially in 
men in the fourth and fifth decades. The incidence bore 
no relation to the duration of symptoms, nor were the 
radiological changes related to the extent of analgesia, 
except that such changes were more likely to occur when 
this was bilateral. There appeared to be some correla- 
tion with the extent of the lower motor neurone lesions. 
The age distribution of patients with radiological changes 
was similar to that of patients with cervical spondylosis, 
but between the age distribution of the latter and that of 
syringomyelics without radiological changes there was 
no correlation. The cervical “‘ arthropathic”’ radio- 
logical appearances in syringomyelia, tabes, and diabetes 
mellitus closely resembled the changes seen in advanced 
cases of cervical spondylosis. The authors conclude 
‘* that cervical arthropathy in syringomyelia is due to the 
same causes as cervical spondylosis, but that the process 
of degeneration is intensified by the syringomyelia ’”’. 

I. Ansell 


1129. Myasthenic-like Features of Neuromuscular Trans- 
mission after Administration of an Inhibitor of Acetyl- 
choline Synthesis 

J. E. Desmept. Nature [Nature (Lond.)| 182, 1673- 
1674, Dec. 13, 1958. 1 fig., 9 refs. 


The author, working at the University of Brussels, has 
studied the motor action potential produced in voluntary 
muscle by repetitive supramaximal stimulation of the 
motor nerve at a frequency of 3 per second in one myas- 
thenic patient and in 2 cats, one of which had previ- 
ously received p-tubocurarine, the other hemicholinium 
base (HC3), a new drug which appears to inhibit the syn- 
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thesis of acetylcholine by nervous tissue. In the patient 
with myasthenia gravis and in the cat given HC3 repeti- 
tive stimulation of the motor nerve, following upon a 
brief tetanus, produced a comparable progressive decre- 
ment in amplitude of the motor unit potential, whereas 
in the cat which had received p-tubocurarine no such 
decrement was observed, but there was an immediate 
facilitation of neuromuscular transmission which was 
dissipated within 3 to 5 minutes. 

The author points out that the result in the patient 
with myasthenia and that produced by HC3 are very 
similar and differ greatly from those observed in partially 
curarized muscles. He suggests that the evidence 
supports the view that myasthenia results from a pre- 
synaptic biochemical defect chronically impairing syn- 
thesis of acetylcholine, but that it does not indicate 
which step in the process is disorganized. It also seems 
possible that a lasting alteration in pre-synaptic function 
might induce secondary changes in motor end-plate 
behaviour, which would account for the abnormal 
responses to ganglion-blocking agents which other 
workers have described in myasthenic patients. 

John N. Walton 


BRAIN AND MENINGES 


1130. The Prognosis in Aphasia in Relation to Cerebral 
Dominance and Handedness 

A. SuBIRANA. Brain [Brain] 81, 415-425, Sept. [received 
Nov.], 1958. 32 refs. 


In this study of the progrosis in aphasia as seen in 
161 patients with unilateral cerebrovascular lesions, of 
which 106 were on the left side and 55 on the right, the 
incidence of aphasia was 66% in right-handed and 75% 
in left-handed subjects. When the right-handers were 
further studied in relation to signs revealing their per- 
sonal or family left-sided tendencies, isolated regression 
of the aphasia was shown to occur more frequently in 
those with such tendencies. Thus of 65 right-handers 


transitory in 6%, compared with 59-5°% of 37 right- 
handers in whom there was evidence of left lateral ten- 
dencies or left-sidedness in the family history. In all of 
the 6 left-handers who had made “ important con- 
cessions to the world of right-handers ” the aphasia was 
transitory. There were no irreversible left-handers in 
this series. The author concludes that the more an 
individual is basically right-handed, the less can the 
regression of his aphasia be expected. I. Ansell 


1131. The Effectiveness and Risk of Carotid Ligation in 
the Treatment of Intracranial Aneurysms 
C. A. Facer. Lahey Clinic Bulletin [Lahey Clin. Bull.] 
10, 226-233, April-June, 1958. 16 refs. 


Approximately 45°% of all intracranial aneurysms arise 
from the internal carotid artery, but reports in the 
literature of the results of treatment by cervical ligation 
of the artery have been conflicting, some workers claiming 
that the immediate mortality, incidence of neurological 
defect, and rate of recurrent haemorrhage are low, while 
others give figures indicating a higher mortality and 


with no left lateral tendencies or sidedness aphasia was 
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morbidity. The difference, the author suggests, may be 
due in part to the failure in some reports to indicate the 
exact proportion of the aneurysms which were in fact 
on the internal carotid artery, since it is believed that 
aneurysms distal to this artery are less favourably in- 
fluenced by the operation than are those arising from it. 
Different reports have shown the incidence of recurrent 
haemorrhage after ligation, of neurological defect, and 
of postoperative mortality to vary from nil to 16%. 

The author therefore reviews the results of internal 
carotid ligation in 109 patients at the Lahey Clinic, in 54 
of whom permanent occlusion was effected at the time 
of the initial operation, whereas in the other 55 trial 
occlusion was carried out with the adjustable clamp of 
Poppen and Blalock, which was left in situ for 3 or more 
days. Of the former group of 54 patients, 3 died asa 
result of ligation and 7 became hemiplegic, 5 being 
permanently disabled. Of the latter group of 55 patients, 
permanent occlusion of the carotid artery was possible 
in only 36, since in 19 the trial revealed evidence of 
carotid insufficiency which made it necessary to remove 
the clamp. In these 36 cases there were no complications 
and no recurrent haemorrhage. Of the remaining 19 
patients on whom ligation could not be performed, one 
died as a result of thrombosis of the internal carotid 
artery, 2 were rendered hemiplegic by the temporary 
occlusion, 4 died (2 from haemorrhage and 2 after 
craniotomy), in 5 the aneurysm was successfully treated 
by direct attack, and 7 remained untreated. 

The author refers to a larger series of 101 similar 
cases previously reported by Poppen (J. Neurosurg., 
1951, 8, 75; Abstr. Wid Surg., 1951, 10, 86) in some of 
which ligation of the common carotid artery was per- 
formed. The fact that 85°% of the patients in that series 
survived ligation without neurological defect or recurrent 
haemorrhage suggests that controlled ligation might be 
even more effective in the treatment of aneurysm if 
applied to the common carotid artery. 

J. E. A. O'Connell 


1132. Spontaneous Strokes in the Young 
H. Stevens. Annals of Internal Medicine [Ann. intern. 
Med.) 49, 1022-1034, Nov., 1958. 4 figs., 25 refs. 


The author reviews 32 cases of strokes occurring in 
young adults (under 45) and 2 in children which he has 
encountered during the past 7 years. No cases are in- 
cluded in which there was a history of trauma or of 
infectious, neoplastic, hypertensive, vascular, or other 
disease. 

Although the aetiology was not always precisely de- 
termined, the cases could be separated broadly into those 
due to venous (14) and those due to arterial throm- 
bosis (18). The. causes of venous thrombosis included 
puerperal hemiplegia and venous thrombosis of preg- 
nancy, while in the other group the vessels affected in- 
cluded the carotid, middle cerebral, and other arteries 
of the circle of Willis, singly or in combination. (A 
series of 20 cases of cerebral venous or sinus thrombosis 
causing infantile hemiplegia is to be reported separately.) 

Puerperal hemiplegia is probably the commonest form 
of stroke in healthy women. It is characterized by the 
sudden onset of headache with convulsions and hemi- 
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plegia or other focal signs during a healthy puerperal 
period and, in the author’s opinion, is due to cortical 
yenous thrombosis. The series included 12 such cases, 
all the patients recovering, with only minor neurological 
sequelae in 3 cases. In addition there were 2 cases of 
hemiplegia of similar type occurring in early pregnancy. 
Strokes considered to be due to arterial occlusion 
occurred in 16 patients aged 21 to 45 and 2 children 
aged 54 and 13 years respectively. In most of these 
cases the attack was relatively brief and had minimal 
sequelae, though 2 patients were left with hemiparesis. 
A variety of neurological defects were produced in the 
acute stage, but no patient died. Carotid arteriography 
was performed in only a few instances, the site of occlu- 
sion being usually determinable on clinical grounds. The 
author considers the cause of cerebral arterial thrombosis 
at all ages to be atheroma—probably a single plaque 
being responsible when the patient is young, healthy, and 
normotensive. Only 2 patients received anticoagulant 
therapy, and the need for such treatment is questioned. 
[This is an unsatisfactory paper. While agreeing that 
these cases form an interesting group, the abstracter 
finds it very difficult to accept the author’s dogmatic 
statements as to their pathology without any pathological 
proof at all.] N. S. Alcock 


1133. Hypertensive Cerebrovascular Disease: a Clinical 
and Pathologic Review of 100 Cases 

A. J. Hupson and H. H. HyLaAnp. Annals of Internal 
Medicine [Ann. intern. Med.) 49, 1049-1072, Nov., 
1958. 5 figs., 38 refs. 


In order to determine the natural history of fatal 
hypertensive cerebrovascular disease a series of 100 
cases were selected from the records of the Toronto 
General Hospital for the period 1933-56. They were 
not specifically selected for their neurological interest, 
and included only those with indisputable evidence of 
hypertension and adequate clinical and necropsy data. 
The average blood pressure calculated from as many 
reliable recordings as possible over the last few years of 
life ranged from 178/110 to 256/162 mm. Hg, the average 
for the series being 220/126 mm. Hg. 

The cases were then analysed in respect of the initial 
symptoms and of the incidence of cerebrovascular acci- 
dents (in 85°% cerebral lesions due to haemorrhage or 
softening were found at necropsy), hypertensive en- 
cephalopathy (diagnosed with reasonable assurance in 
only one case), mental deterioration (18°%), headache as 
a significant feature of the illness (60%), hypertensive 
retinopathy (all degrees, 87°%), and epilepsy (20°%). 

[Although this is a careful and detailed review of 
symptoms, little that is new or unexpected emerges from 
the analysis.] N. S. Alcock 


1134. The Natural History of Hydrocephalus 
K. M. Laurence. Lancet [Lancet] 2, 1152-1154, Nov. 
29,1958. 5 figs., 6 refs. 


In this paper from the Atkinson Morley Hospital, 
Wimbledon, and the Hospital for Sick Children, Great 
Ormond Street, London, the natural history of hydro- 
cephalus was studied in 180 unselected cases seen over a 


361 


20-year period; no operation had been performed in 
these cases. Of the 180 children, 89 had died; in 81 
there was spontaneous arrest of hydrocephalus and in 7 
the condition had progressed; 3 patients were not 
traced. Of the 81 with spontaneous arrest, 59 were 
educable, the I.Q. of 33 of these falling within the nor- 
mal range (85 or more). In view of the high proportion 
of cases of spontaneous arrest it is suggested that the 
reported results of surgery in hydrocephalus should be 
re-assessed. Hugh Garland 


EPILEPSY 


1135. Intravenous Phenytoin Sodium in Continuous 
Convulsions in Children 

P. K. A. McWiiuiam. Lancet [Lancet] 2, 1147-1149. 
Nov. 29, 1958. 8 refs. 


Sodium phenytoin was given intravenously to 11 
children suffering from continuous or recurrent convul- 
sions showing no signs of spontaneous termination. In 
6 patients given a dose varying from 25 to 200 mg. the 
convulsions ended within 10 minutes of the injection. 
In 3 others a second injection was given after intervals of 
15 to 30 minutes, the total dose varying from 200 to 
500 mg. In one case convulsions recurred after 45 
minutes, but ceased after a second injection The drug 
was without effect in the remaining case. The interval 
between the injection and cessation of the convulsions 
was much shorter than that following administration of 
paraldehyde. No side-effects were noted. 

Hugh Garland 


1136. Mepacrine Therapy for Children with Petit Mal 
R. A. MILLER. Scottish Medical Journal [Scot. med. J.] 
3, 441-444, Nov., 1958. 3 refs. 


At the Royal Hospital for Sick Children, Edinburgh, 
16 children with a history of petit mal for periods ranging 
from 4 months to 4 years were selected for a trial of 
mepacrine therapy. Although varying degrees of im- 
provement had been obtained with troxidone or other 
anticonvulsive drugs, all these patients stil] had numerous 
attacks of petit mal each day. With mepacrine alone 
there was a definite improvement in 15 of 16 patients, 
6 of whom ceased to have fits. Psychomotor and akinetic 
attacks were also less frequent. 1n 5 children a combina- 
tion of mepacrine and troxidone resulted in a further 
reduction in the severity and frequency of petit mal 
attacks. 

The effective dose of mepacrine (100 mg. daily for 5 
days each week) produced skin pigmentation in all 
cases; it is suggested that if skin pigmentation is severe 
a smaller dose (50 mg.) of mepacrine should be given 
each day in combination with another anticonvulsive 
drug. Although patients with a history of grand mal 
were not included in this study, 2 children had such an 
attack during mepacrine therapy. 

[The author has clearly shown that the efficacy of 
troxidone in the treatment of petit mal is enhanced when 
given in combination with mepacrine. Two disadvan- 
tages of mepacrine therapy encountered were the con- 
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stant occurrence of skin pigmentation, often severe, and 
the likelihood of increasing the incidence of grand mal 
attacks. ] A. G. Freeman 


1137. Intravenous Lignocaine as an Anticonvulsant in 
Status Epilepticus and Serial Epilepsy 

D. TAVERNER and W. A. Bain. Lancet [Lancet] 2, 
1145-1147, Nov. 29, 1958. 1 fig., 4 refs. 


The authors, writing from the University of Leeds, 
report a careful double-blind trial of intravenous injec- 
tion of lignocaine hydrochloride in 3 patients in status 
epilepticus. The results afforded ‘“‘ unequivocal evi- 
dence ” that the drug has an anticonvulsant action. © 

[The reader is somewhat blinded by mathematics 
although only 3 patients were treated.] The first patient 
had previously been in status epilepticus on at least 
seven occasions [but the method of treatment in the 
earlier attacks, though presumably successful, is not 
discussed]; it was considered that this patient might 
have had a cerebral tumour. The second patient had 
suffered from major and minor seizures for years and 
the third is said to have had a cerebral tumour. 

Hugh Garland 


DISSEMINATED SCLEROSIS 


1138. The Etiologic Significance of Emotional Factors 
in Onset and .Exacerbations of Multiple Sclerosis. A 
Preliminary Report 

G. S. E. D. Witrkower, and A. 
CousINEAU. Psychosomatic Medicine [Psychosom. Med.} 
20, 458-474, Nov.—Dec., 1958. Bibliography. 


An investigation of the role of the personality and 
emotions in the aetiology of disseminated (multiple) 
* sclerosis (D.S.) was carried out at the Montreal Neuro- 
logical Institute and the Queen Mary Veterans’ Hospital, 
Montreal. A detailed psychiatric assessment was made 
of 40 patients (22 male, 18 female) between the ages of 
20 and 45, 27 of whom were ambulatory and 10 confined 
to a wheel-chair, the remaining 3 being able to walk 
with a cane, and of 40 control subjects (17 healthy volun- 
teers and 23 patients suffering from various other neuro- 
logical disorders), the two groups being matched for age, 
sex, race, educational level, occupational status, and 
social background. In addition, the Wechsler—Bellevue 
Intelligence Scale (Form I), the Wechsler Memory Scale, 
the Bender—Gestalt Test, and the Rorschach and figure- 
drawing tests were applied to 15 matched pairs. 

No uniform pre-morbid personality was found among 
the patients with D.S. In 35 of the 40 cases, however, 
emotional disturbance, either alone or in combination 
with physical stress or injury, was related to the onset 
of the disease; relapses were also frequently connected 
with emotional stress. In most instances the provocative 
life-situation was prolonged in nature and often reached 
a peak just before an attack. A history of unhappy 
childhood was obtained from 28 of the patients com- 
pared with 10 of the controls, and it is suggested that 
early frustrations, especially those stemming from an 
unsatisfactory relationship with the mother, may result 
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in a delicately poised security system and that this may 
represent a specific dynamic pattern in relation to the 
onset and relapse of D.S. The psychological tests did 
not reveal any impressive difference between patients 
and controls, though the Rorschach and figure-drawing 
tests suggested marked self-absorption, oral frustration, 
and anxiety over bodily damage in the former—findings 
which require confirmation in a larger series. 

The authors conclude that D.S. is multi-causal in 
origin, and that emotional factors may play a significant 
role in a complex aetiological pattern. 

A. Balfour Sclare 


1139. Multiple Sclerosis in Twins and Their Relatives, 
Preliminary Report on a Genetic and Clinical Study 
R. P. Mackay and N. C. MyrIANTHOPOULOS. A.M.A. 


Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat.] 80, 667-674, Dec., 1958. 11 refs. 


A total of 76 pairs of twins, of each of which at least 
one member was suffering from disseminated (multiple) 
sclerosis, volunteered for investigation in response to 
press and radio advertisements throughout the U.S.A. 
and Canada, and the present report is based upon the 
study of 54 of these pairs and of their relatives. Ex- 
haustive tests were made to check the zygosity of the 
twinships and neurological investigations were carried 
out on every twin and on every relative in whom a neuro- 
logical abnormality was reported. The authors discuss 
the various errors inherent in this type of investigation. 
That such errors did in fact occur is indicated by (a) the 
proportion of mono- to di-zygotic twins in the sample, 
which was 1:15:1 compared with 2:1 in the normal 
population; and (5) the proportion of dizygotic pairs of 
like sex to those of unlike sex, which was 5:1 compared 
with 1:1 in the normal population. Among the dizygotic 
pairs of like sex the proportion of females to males was 
4:1; this is to some extent in accordance with previous 
observations of an excess incidence of the disease among 
females in the U.S.A., but the authors suspect that it is 
due in part to the fact that their request reached and 
appealed to more women than men. 

When very strict diagnostic criteria were applied only 
2 of the 29 monozygotic pairs and one of the 25 dizygotic 
pairs were concordant (both twins having disseminated 
sclerosis), but with more liberal diagnostic criteria to 
include possible but not proven cases there were 7 con- 
cordant monozygotic pairs and 4 concordant dizygotic 
pairs. One or more additional cases of disseminated 
sclerosis were found in 16-67°% of the 54 families studied, 
the prevalence of the disease among the relatives of 
the propositi being 20 to 33 times and that among their 
siblings 50 times as great as in the general population. 

These results are interpreted cautiously since the num- 
bers studied are small. The concordance rates found in 
the twin study are too low to provide proof of the opera 
tion of a genetic factor in the aetiology of disseminated 
sclerosis, though this remains a distinct possibility. The 
high incidence of the disease among relatives of the 
propositi confirms previous findings and strongly aa] 
gests the existence of a genetic factor, though the mode 
inheritance cannot as yet be postulated. 

J. B. Cavanagh 
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1140. Decreased 5-Hydroxytryptophan Decarboxylase 
Activity in Phenylketonuria 

C. M. B. PARE, M. SANDLER, and R. S. Stacey. Lancet 
[Lancet] 2, 1099-1101, Nov. 22, 1958. 3 figs., 10 refs. 


A study is reported of the effect of a low-phenylalanine 
diet in children with phenylketonuria. Over a ‘4-week 
period there was a significant rise in the mean serum 
5-hydroxytryptamine level in all 7 patients given this diet. 
In one patient the level rose in the first 2 weeks, but 
fell in the second 2 weeks to below the pre-treatment 
value. In another patient the level was slightly lower in 
the third week and in yet another it was slightly lower in 
the second week than before the dietary regimen began. 
The authors point out that consumption of bananas, the 
5-hydroxytryptamine content of which is high, may have 
affected the pre-diet values. This may also have affected 
the urinary excretion of 5-hydroxyindoleacetic acid, which 
in 3 cases was higher throughout the 4-week period than 
it was before treatment started. In 3 other cases this 
value was found to be lower during consumption of the 
diet—namely, in the first week in one, in the third and 
fourth weeks in one, and in the third (the only week in 
which it was determined) in one. 

An intravenous injection of 25 mg. of 5-hydroxy- 


tryptophan was given to 4 children with phenyl- . 


ketonuria and to 4 mentally defective children without 
phenylketonuria matched for age, sex, and nutritional 
state. In the children with phenylketonuria the amounts 
of 5-hydroxytryptamine and of 5-hydroxyindoleacetic 
acid excreted in the urine were lower than in the controls. 

The authors consider the results to suggest that 
5-hydroxytryptophan decarboxylase may be inhibited by 
such abnormal metabolites of phenylalanine as phenyl- 
acetic acid, phenylpyruvic acid, and phenyl-lactic acid, 
which are excreted in excess in phenylketonuria. 

G. de M. Rudolf 


1141. Experimental Investigation of the Specificity of 
Attitude Hypothesis in Psychosomatic Disease 

D. T. GRAHAM, J. A. STERN, and G. WiNokuR. Psycho- 
somatic Medicine [Psychosom. Med.] 20, 446-457, Nov.- 
Dec., 1958. 5 figs., 7 refs. 


A study was made at Washington University School 
of Medicine, St. Louis, of the problem of specific atti- 
tudes in relation to particular psychosomatic disorders, 
“ attitude ” being defined as a combination of the man- 
ner in which a subject perceives a threatening situation 
and the action he wishes to take in relation to it. The 
investigation was designed to test whether the warming 
of the skin characteristic of urticaria (hives) specifically 
correlated with the attitude reported to be associated 
with that disease, in which the patient perceives himself 
as being mistreated, yet does not wish to take any retalia- 
tory action; and similarly whether the skin cooling in 
Raynaud’s disease is correlated with the associated 


attitude, in which the patient has the same feeling of 
being mistreated, but wishes to take direct hostile action. 
The subjects were 23 healthy male volunteers. In 45 
experiments either the “ hives attitude’ or the “ Ray- 
naud’s attitude’ or both were induced by suggestion 
under hypnosis. Skin temperature was recorded at 
2-minute intervals by means of thermistor leads applied 
to the forehead and dorsum of the left hand. The role 
of hypnotist was shared equally among the 3 authors. 

A number of subjects showed marked skin cooling 
before the experiment proper began, and it was considered 
that they were reacting to the total experimental situation 
rather than to the specific attitude suggestions. After 
elimination of these subjects from the final assessment 
there remained a total of 22 experimental sessions 
involving 8 subjects and 41 attitude suggestions. The 
average response to the hives attitude was a preliminary 
fall succeeded by a steady rise in skin temperature, 
whereas that to the Raynaud’s attitude was a steady fall 
in temperature. The difference between these responses 
was statistically significant. Evaluation of individual - 
experiments in terms of changes in the temperature 
gradient during the “ attitude period ” as compared with 
a ‘control period ” (acceleration being produced by the 
hives suggestion and deceleration by the Raynaud’s sug- 
gestion) showed a significant difference between the effects 
of the two suggestions even when the results from sub- 
jects previously rejected were included in the analysis. 
The pre-experimental skin cooling in these subjects was 
frequently associated with tachycardia and elevation of 
the blood pressure and was considered to be part of an 
** anxiety-tension ” response. 

The results of the investigation ‘‘ are in accordance 
with the predictions of the ‘ specificity of attitude ’ hypo- 
thesis ”’. A. Balfour Sclare 


1142. The Diagnosis of Prepsychotic Schizophrenia 
A. Meares. Lancet [Lancet] 1, 55-58, Jan. 10, 1959. 


The author discusses the personality change in the 
patient developing schizophrenia—the “state of mind 
which will develop into schizophrenia unless appropriate 
measures are taken to prevent deterioration”’. He terms 
this condition pre-psychotic schizophrenia. He states 
that schizophrenia develops only in introverted persons, 
apparent exceptions being those who show “ pseudo- 
extraversion ”—an overcompensatory defence against a 
basic introversion. 

Pre-psychotic schizophrenia is diagnosed by recog- 
nizing changes in the affect, thought, and behaviour of 
the person of introvert personality. Among these 
“danger signs’, which the author discusses at some 
length, an increasing withdrawal from reality and 
growing apathy are manifest. The patient may sit by 
himself for hours without occupying himself, and be- 
comes untidy and inattentive. Irrational anxiety with- 
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out clear psychogenesis is elicited, which may be expressed 
as a sense of disintegration and loss of contact with 
reality. Homosexual fears emerge, which may reveal 
themselves when the patient is asked to undress. There 
is often a phase of wistfulness—a far-away dreaminess 
coupled with fleeting smiles, as though the patient had 
some secret esoteric understanding or knowledge. There 
are also sudden changes of mood towards euphoria or 
melancholy. The pre-psychotic schizophrenic offers a 
literal interpretation of words and proverbs, and has 
vague ideas of a mission in life for which he has been 
singled out. He displays a sudden shift of interest 
towards pseudo-philosophical topics and is preoccupied 
with problems of psychology, mysticism, modern art, 
birth, and death. Other manifestations are a disregard 
of practical aspects of day-to-day living; a loss of shame 
about masturbation; the sudden adoption of a forced 
and uncouth sociability; food fads—for example, refusal 
of meat—and mannerisms; and the rejection of previ- 
ously held beliefs on religion and politics. 

In the diagnosis of pre-psychotic schizophrenia more 
emphasis should be placed on changes in the magnitude 
of a sign rather than on the occurrence of the sign as 
such. F. K. Taylor 


1143. Some Considerations in Biological Research in 
Schizo 

J. D. BENJAMIN. Psychosomatic Medicine [Psychosom. 
Med.| 20, 427-445, Nov.—Dec., 1958. Bibliography. 


A review of past and contemporary researches in 
schizophrenia is presented in this paper from the Univer- 
sity of Colorado School of Medicine. It is postulated 
that schizophrenia, though probably not a homogeneous 
entity, is basically a psychological problem. Hypotheses 
derived from the biological sciences are best viewed as 
being complementary rather than antagonistic to estab- 
lished psychological and social findings in schizophrenia. 

The probability of a multitude of complex interactions 
between biological and psychological factors requires to 
be kept in mind. Past researches have frequently been 
poorly controlled in respect of numerous possible vari- 
ables and have consequently led to spurious conclusions 
as to the primacy of neuro-anatomical, endocrine, and 
physiological changes in schizophrenia. It would appear 
that the strongly held convictions of the researcher are 
capable of influencing research design. Present-day 
biochemical work on the relevance of adrenochrome, 
serotonin, ceruloplasmin, and taraxein to the problem of 
schizophrenia must be critically assessed against a back- 
ground of such variables as diet, institutionalization, 
effective change, and withdrawal in schizophrenic 
patients. 

The author discusses the effect of such attitudes as 
** psychophobia ” and “* biophobia ” upon the nature of 
research investigations. In psychophobia it is assumed 
a priori that biological findings are fundamental, psycho- 
logical functioning being regarded as an epiphenomenon, 
whereas in biophobia biological hypotheses are relegated 
to a role of secondary importance. At the present time, 
lip service to the concept of the total personality is 
insufficient. Much essential work remains to be done 


upon the correlation of genetic, physiological, and 
neurochemical data with social and psychological factors 
in schizophrenia. A. Balfour Sclare 


1144, Childhood Patterns Predictive of Adult Schizo- 
phrenia: a 30-year Follow-up Study 

P. O'NEAL and L. N. Rosins. American Journal of 
Psychiatry (Amer. J. Psychiat.) 115, 385-391, Nov., 1958, 
4 refs. 


The authors have been carrying out a long-term follow- 
up study of 526 subjects first seen as children at a child 
guidance clinic 30 years ago, some of whom later devel- 
oped schizophrenia, as previously reported (Amer. J. 
Psychiat., 1958, 114, 961; Abstr. Wld Med., 1958, 24, 
377). Many of these children had been referred to the 
clinic chiefly because of antisocial behaviour. The 
present report is based on the 284 of these patients so 
far interviewed. Of these, 28 (10°%) were diagnosed as 
schizophrenic and they are compared with 57 (20%) of 
the former patients now diagnosed as having no mental 
disease; (the remaining patients, who were suffering from 
other psychiatric disturbances, are not considered here). 

Both groups contained a higher proportion of males 
(93 and 88% respectively) than is found in patients with 
other psychiatric disorders. The age range at the time 
of referral was 7 to 17 years (median 14-2 years) in the 
pre-schizophrenic group and 18 months to 17 years 
(median 13-3 years) in the “no disease”’ group. The 
rate of broken homes was high in both groups. The 
median I.Q. was higher in the “ no disease’ group (96 
as opposed to 91). Five tables are presented in which the 
two groups are compared in respect of: (1) physical his- 
tory; (2) antisocial symptoms; (3) other symptoms; 
(4) number of symptoms; (5) number of areas of the 
patient’s life (classified in 11 categories) showing disturb- 
ance. Two further tables deal with the groups as adults, 
showing (1) their present occupation, and (2) present 
income. 

The data described show that compared with the “ no 
disease”’ group the pre-schizophrenics had a greater 
number of childhood symptoms and antisocial acts, 
and their behaviour problems involved more areas of 
their lives. Antisocial behaviour has not hitherto been 
generally recognized as a symptom complex typical of 
the pre-schizophrenic child. More than half those who 


_became schizophrenic had been repeatedly arrested by 


the police until well into their middle twenties—only then 
were they finally recognized as psychotic. As the authors 
point out, the fact that antisocial symptoms, covering 
many areas of behaviour and interpersonal relationship, 
are typical of the pre-psychotic child should lead to the 
psychiatric rather than to the penal treatment of these 
patients. M. R. Medhurst 


1145. The Mothers of Schizophrenic Patients. A Study 
of the Personality and the Mother—Child Relationship of 


100 Mothers and the Significance of These Factors in the | 


Pathogenesis of Schizophrenia, in Comparison with 
Heredity. [Monograph, in English] 

Y. I. ALANEN. Acta psychiatrica et Neurologica Scan- 
dinavica [Acta psychiat. (Kbh.)| 33, Suppl. 124, 1-361, 
1958. Bibliography. 
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NEONATAL DISORDERS AND 
PREMATURITY 


1146. The Effect of Nystatin (Mycostatin) on Neonatal 
Candidiasis (Thrush). A Method of Eradicating Thrush 
from Hospital Nurseries 

L. J. HARRis, H. G. Pritzker, B. Laski, A. E!sen, J. W. 
STEINER, and L. SHACK. Canadian Medical Association 
Journal [Canad. med. Ass. J.| 79, 891-896, Dec. 1, 1958. 
21 refs. 


After briefly discussing the natural history, incidence, 
microbiology, and reports of previous investigations of 
infection with Candida albicans (thrush) in the newborn, 
the authors describe an investigation carried out on 
1,442 consecutive pregnant women at the New Mount 
Sinai Hospital, Toronto. The examination of vaginal 
swabs taken early in labour showed that 254 (17-6°%) 
were positive for C. albicans. Of the babies of the 254 
mothers with positive swabs, 53 (20°%) had positive oral 
cultures of the fungus and 29 (11-4°%) developed clinical 
thrush. In contrast, of the babies of mothers with nega- 
tive cultures, 12 (19%) of the babies had a positive oral 
culture and only 5 (0-45°%) developed clinical thrush. 
The incidence of thrush was not influenced by previous 
antibiotic therapy, the occurrence of leucorrhoea, 
douching by the mother, parity, or breast feeding. 

The 1,442 infants were allotted alternately to two 
groups, A and B, those in Group A receiving 1 ml. 
(100,000 units) of nystatin solution instilled into the 
mouth daily, while Group B served as an untreated 
control. The antibiotic was instilled with an eye-dropper. 
(Since its solubility is low the solution must be well 
shaken.) Of the 714 infants in Group A, thrush developed 
in only 3 (0-4%), all within the week after leaving 
hospital, whereas of the 728 control infants, 18 developed 
thrush in hospital and 13 in the first week at home (4%). 
It is noted in an addendum that a further 650 babies 
were given one instillation of nystatin on the 2nd and 
days after birth only, and that none developed 

h. 

The authors consider that thrush can be completely 

eliminated from hospital nurseries by this simple method. 
Winston Turner 


1147. The Treatment of Haemolytic Disease of the 
Newborn Due to Rh Sensitization. (Le traitement des 
nouveau-nés atteints de maladie hémolytique par sensi- 
bilisation au facteur Rh.) 

M. Mayer, P. Ducas, and A. Sriper. Archives fran- 
gaises de pédiatrie [Arch. frang. Pédiat.] 15, 857-895, 
1958. Bibliography. 


The authors review a series of 174 cases of haemolytic 
disease of the newborn due to iso-immunization of the 
mother to the Rh factor which were treated at the Hépital 
Saint-Antoine, Paris, during the 6 years 1950-6, 150 of 


the babies being born in the hospital and 24 admitted 
from other sources. In addition, there were 41 cases in 
which Rh iso-immunization of the mother was detected 
during pregnancy and in which the infant was stillborn 
or survived only a few minutes. 

In the prevention and treatment of haemolytic disease 
of the newborn exchange transfusion remains the most 
important measure, but in the authors’ experience 
administration of adrenocortical hormones has some 
value as an accessory form of treatment. The indica- 
tions for exchange transfusion adopted by the authors 
are in close correspondence with those of other authori- 
ties. It was withheld in 3 cases in which the baby was 
considered to be too ill to tolerate it and in 24 cases 
because the clinical and laboratory evidence of haemo- 
lytic disease was insufficient to justify it. For hormone 
treatment cortisone (25 mg. daily), hydrocortisone (15 
mg. daily), or prednisone (5 to 20 mg. daily) was given, 
usually for 5 or 6 days, together with potassium chloride 
(0:25 to 0-5 g. daily). It was hoped that an effect similar 
to that seen in certain types of acquired haemolytic 
anaemia—a ‘“‘ physiological splenectomy ”—would be 
obtained. Hormone treatment was given alone in 2 
cases in which the child was considered to be too ill to 
stand exchange transfusion, both surviving without sub- 
sequent abnormality, and also in a number of cases in 
which the exchange transfusion could not be completed 
on account of the baby’s poor general condition and in 
certain mild cases, in which the possible benefits were 
difficult to assess. For the most part, however, corti- 
costeroids were given together with exchange transfusion. 
A prophylactic course of penicillin with either strepto- 
mycin or sulphaguanidine was also given. 

The authors gained the impression [which they do not 
support by a detailed analysis of their data] that exchange 
transfusion was better tolerated, that obstetrical shock 
was less severe, and that the serum bilirubin level did 
not so readily attain a dangerous level and returned 
more rapidly to normal in cases treated with corti- 
costeroids than in the remainder. They also claim that 
oedema disappeared more rapidly with hormone treat-. 
ment and that in most cases so treated the Coombs test 
gave negative results after the second day, but they 
were unable to determine whether corticosteroid treat- 
ment helps to prevent neurological complications. 
Although they appreciate that prematurity and obstet- 
rical complications may diminish the infant’s chance of 
survival, they recommend the induction of labour before 
term in the presence of mounting maternal serum anti- 
body levels. They emphasize the importance of pre- 
venting any excessive rise in venous pressure in the baby 
after birth, and for this purpose they administer chloro- 
promazine, phenobarbitone, or promethazine during the 
period of exchange transfusion and limit fluid intake 
when oedema is present. They recommend the use of 
fresh blood rather than stored, refrigerated blood for 
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exchange transfusion as being less liable to produce 
hyperkalaemia. 

The proportion of stillbirths in cases in which iso- 
immunization was detected in pregnancy was 22-7% 
compared with the figure of 15% quoted by Walker and 
Murray (Brit. med. J., 1956, 1, 187; Abstr. Wld Med., 
1956, 20, 66). Antenatal administration of corticos- 
teroids and antihistamine drugs to the mothers had no 
appreciable effect in preventing the occurrence of haemo- 
lytic disease in the babies. Of the 150 babies born in 
the hospital, 11 (7-3%) died within 48 hours of birth; 
9 of these, who survived no more than 14 hours, were 
severely affected and showed gross neurological and 
pulmonary lesions at necropsy. The mortality among 
the 24 babies admitted from other hospitals, was much 
higher, 11 dying soon after admission; delays of up to 
4 days after birth before treatment was started no doubt 
contributed to this high figure. Long-term follow-up 
examination was impossible in many cases, but informa- 
tion obtained by postal inquiry suggests that most of the 
babies who survived have developed normally; in some 
cases, however, the I.Q. is reported to be slightly (<20°%) 
subnormal. 

[A more detailed analysis of these cases would have 
been useful. The good response of 2 severely ill babies 
to treatment with cortisone alone is interesting.] 

Pamela Aylett 


1148. The Fluid Shift from the Vascular Compartment 
Immediately after Birth 

D. Garrpner, J. Marks, J. D. Roscoe, and R. O. 
BRETTELL. Archives of Disease in Childhood [Arch. Dis. 
Childh.| 33, 489-498, Dec., 1958. 7 figs., 22 refs. 


The authors previously drew attention (Arch. Dis. 
Childh., 1952, 27, 214; Abstr. Wld Med., 1953, 13, 71) 
to the fact that in the newborn infant the haemoglobin 
value during the first day of life is generally much higher 
than at birth, and doubted that this is due, as is often 
stated, to transfer of placental blood. In further studies 
of this phenomenon levels of haemoglobin, packed 
cell volume, plasma protein, and plasma sodium were 
estimated in the cord blood at birth and in venous blood 
up to 8 hours thereafter in 92 infants, of whom 73 were 
delivered vaginally and 19 by caesarean section at 
Cambridge Maternity Hospital. In the majority of these 
infants the haemoglobin level rose by about 16%, the 
mean values being 16-6 g. per 100 ml. and 19-1 g. per 
100 ml., this rise beginning within a few minutes of birth 
and being complete after about 3 hours, or perhaps even 
sooner. The packed cell volume also rose, but to a less 
marked extent. The plasma protein level rose by about 
7-5°%% (from an initial level of 6-5 g. per 100 ml. to 7-0 g. 
per 100 ml. at the end of 8 hours), but the plasma sodium 
level remained unchanged at 145 mEq. per litre. 

The causes of the post-natal rise in haemoglobin level 
are discussed. After excluding a redistribution of plasma 
within the vascular compartment and an increase in the 
erythrocyte volume from reservoirs such as the placenta 
or spleen and liver, the authors conclude that a loss of 
fluid from the vascular compartment is the main cause. 
This fluid may be lost partly from the erythrocytes (the 
mean corpuscular haemoglobin concentration rising by 
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4°%), but chiefly from the plasma (as whole plasma), the 
average loss amounting to 54 ml. of plasma. Of the 
possible mechanisms concerned in this post-natal shift 
of plasma it is thought that the change in haemodynamics 
within the pulmonary circulation consequent on the 
increased blood flow to the lungs at birth is probably the 
most important. The authors suggest that other factors 
such as a rise in oxygen tension, a fall in carbon dioxide 
tension, and alteration of the pH towards the alkaline 
side could lead to loss of fluid from the erythrocytes, 
while prenatal anoxia could result in a change of plasma 
volume and a consequent rise in haemoglobin level, 
especially in premature infants. They conclude that 
such a shift of fluid might be sufficient to cause pul- 
monary oedema and thus the pulmonary failure which is 
a frequent cause of death in the prematurely born. 
R. M. Todd 


1149. Hypocalcaemic Tetany Developing within 36 Hours 
of Birth 


W. S. Craic and M. F. G. BUCHANAN. Archives of 


Disease in Childhood [Arch. Dis. Childh.] 33, 505-511, - 


Dec., 1958. 18 refs. 


Exaggerated neuromuscular activity was observed 
during the first few days of life in 26 infants born at the 
Leeds Maternity and St. Mary’s Hospitals, Leeds, the 
main clinical features being coarse waving movements 
of the limbs, vibrations of the hands, tremors of the 
fingers, attacks of apnoea (occurring both spontaneously 
and during feeds), and a squeaky cry. These features, 
which were violent in 7 infants, pronounced in 14, and 
mild in 5, were associated with a serum calcium level of 
8 mg. per 100 ml. or less. The severity of the clinical 
picture was not related directly to the degree of depression 
of the serum calcium level, but showed some relation to 
birth weight, infants of low birth weight being usually 
more severely affected. Response to calcium therapy 
by mouth or intramuscular injection was somewhat in- 
conclusive, 2 out of 5 severely affected infants so treated 
showing rapid improvement. 

In a further 7 infants studied, although the clinical 
features of exaggerated neuromuscular activity were 
severe in 6, the serum calcium level was about 8 mg. per 
100 ml. in all, whereas in contrast in 2 infants born to 
diabetic mothers the serum calcium level was below 
8 mg. per 100 ml., but they showed no clinical features 
of hypocalcaemia. It is pointed out that many of the 
infants in this study were premature, or were born to 
diabetic mothers, or had received exchange transfusion, 
and that other investigators have reported low levels of 
serum calcium in such patients. No clear line of de- 
marcation can be drawn between normal and abnormal 
levels of serum calcium in newborn infants, and the 
clinical features observed in some of these 35 infants 
may have been an exaggeration of the well-known 
** jumpiness ”’ of immature babies described by midwives. 

R. M. Todd 


1150. Respiratory Difficulties at Birth. [Review Article] 
R. J. K. Brown. British Medical Journal (Brit. med. J.] 
1, 404-408, Feb. 14, 1959. Bibliography. 
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1151. Exchange Transfusion in Neonatal Hyperbili- 
rubinaemia 

J. O. Forrar, A. J. Keay, W. D. Extiott, and R. A. 
CumMING. Lancet [Lancet] 2, 1131-1137, Nov. 29, 1958. 
3 figs., 20 refs. 


It has been suggested by Meyer that 60°% of premature 
infants in whom the serum bilirubin level exceeds 18 
mg. per 100 ml. will develop kernicterus. At present the 
only satisfactory means of treating hyperbilirubinaemia 
is by exchange transfusion, and in this paper from the 
Edinburgh Northern Group of Hospitals details are 
given of 45 such transfusions carried out on 37 infants 
during the first week of life. The serum bilirubin level 
was estimated in all infants whose jaundice, judged 
visually, suggested that it might approach the critical 
level of 18 mg. per 100 ml. In 9 cases Rh incompati- 
bility was the cause of the high serum bilirubin level; in 
the remaining 28 infants, 26 of whom were premature, 
there was no cause other than hepatic immaturity to 
account for the jaundice. 

The most suitable vessel for the transfusion was the 
umbilical vein, which could be used up to one week of 
age; alternatively the transfusion could be given through 
the saphenous vein. It was found that if 80 to 90 ml. 
of blood per Ib. (176 to 198 ml. per kg.) body weight was 
exchanged at a rate of 0-8 ml. per Ib. (1-76 ml. per kg.) 
per minute, a considerable mass of bilirubin would be 
removed not only from the blood but also from the 
tissues. If the rate of exchange transfusion was too fast, 
there would be no removal of bilirubin from the tissues. 
Two infants collapsed and died very suddenly during 
transfusion, presumably as a result of some biochemical 
or haemodynamic disturbance, and one infant died 
from severe icterus gravis neonatorum during prepara- 
tion of a third transfusion. A further infant died from 
congenital heart disease at 3 weeks of age. The authors 
emphasize the importance of keeping a frequent check 
on heart rate and heart sounds during exchange trans- 
fusion; they have found that if the rate rises above 160 
per minute or the sounds become faint, the infant’s 
condition improves with the rapid addition of 20 to 
30 ml. of blood, suggesting that the disturbance is in 
the nature of oligaemic shock. In most of the infants 
anaemia followed exchange transfusion, the haemoglobin 
level falling below that in healthy untransfused premature 
infants. The anaemia responded to administration of 
iron by mouth. Marianna Clark 


1152. Hyperbilirubinaemia in Prematurity 
G. H. Newns and K. R. Norton. Lancet [Lancet] 2, 
1138-1140, Nov. 29, 1958. 4 figs., 32 refs. 

The investigation of hyperbilirubinaemia described in 
this paper from the Hospital for Sick Children, Great 
Ormond Street, London, and Barnet General Hospital, 
Barnet, Herts, was prompted by the death of 4 premature 
infants from kernicterus within a few months. After 
these deaths the serum bilirubin level was determined 
in all premature infants who developed jaundice and in 
all full-term infants (birth weight over 2,500 g.) who 
became deeply jaundiced in the first 3 days of life, 
capillary blood from the heel being used. The series 


included 52 premature and 16 “ full-term ” infants, but 
of the latter group only 5 were actually born at term. 
The serum bilirubin level was highest in infants of 32 
weeks’ gestation or less and with a birth weight of less 
than 1,600 g. 

Exchange transfusion was given to 8 of the premature 
infants and to one full-term infant, all of whom had 
a serum bilirubin level between 20 and 30 mg. per 
100 ml. No transfusion was given to 25 infants in 
whom the level rose to 20 mg. per 100 ml., because they 
were clinically normal. Follow-up examination over 
periods varying from a few months to 2 years did not 
reveal kernicterus in either the transfused group or the 
infants who did not receive a transfusion. The amount 
of blood transfused was 160 ml. per kg. body weight. 

Discussing the indications for exchange transfusion the 
authors state that their practice is to transfuse all infants 
in whom the serum bilirubin level reaches 30 mg. per 
100 ml. Those in whom the level is below 30 mg. per 
100 ml. are given transfusion only if they become 
lethargic, irritable, or difficult to feed, or if there is a 
rapid rise in the bilirubin level on the 3rd or 4th day. 

The haemolytic effect of vitamin K is discussed; in 
the present series of cases its use did not appear to have 
played any part in the development of hyperbilirubin- 
aemia. Marianna Clark 


1153. Hyperbilirubinaemia in Premature Infants Treated 
by Exchange Blood Transfusion 

B. D. Corner. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.| 51, 1019-1022, Dec., 
1958. 2 refs. 


The author reports the treatment by exchange trans- 
fusion, in an effort to prevent brain damage, of 39- 
premature and 5 full-term infants who had hyperbifiru- 
binaemia in the absence of blood-group incompatibility. 
In all but one case the serum bilirubin level had risen to 
25 mg. per 100 ml. or higher and most of the infants 
had become lethargic before transfusion. A volume of 


- 80 ml. of blood per Ib. body weight (176 ml. per kg.) was 


considered adequate for exchange, but 3 infants required 
a second transfusion. There were no deaths attributable 
to exchange transfusion. Of the premature infants, 36 
were followed up for periods varying from 6 to 36 
months and appeared to be normal. These 36 infants 
represent 3% of a total of 1,214 premature infants 
passing through two maternity units in Bristol from 
August, 1955, to December, 1957. During the same 
period 10 infants without blood-group incompatibility 
but with a serum bilirubin level of at least 25 mg. per 
100 ml. were not treated. One of these is deaf, one has 
deafness and cerebral palsy, one cannot be traced, and 
7 are normal. The need for treatment must be based 
on the clinical assessment of each case, careful observa- 
tion and repetition of the bilirubin estimation being 
essential. 

[The true incidence of kernicterus in untreated babies 
is still uncertain and would appear to vary in different 
parts of the country. In some units exchange transfusion 
is seldom or never undertaken and yet kernicterus is 
very rarely seen; on the other hand some paediatricians 
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recommend replacement transfusion when the baby’s 
serum bilirubin level is only 18 mg. per 100 ml. The 
author rightly stresses the need for careful clinical judge- 
ment in each case.] F. P. Hudson 


1154. The Development of Prematurely Born Children 
with Birth Weights or Minimal Postnatal Weights of 
1,000 Grams or Less 

B. Dann, S. Z. Levine, and E. V. New. Pediatrics 
[Pediatrics] 22, 1037-1053, Dec., 1958. 1 fig., 17 refs. 


The physical, mental, and social development of 73 
prematurely born children whose weight at birth was 
less than 1,000 g., or whose weight fell below that figure 
in the neonatal period was studied at the New York 
Hospital—Cornell Medical Center. With rare excep- 
tions, the physical health of the children was good; 
there were few neurological defects. The average I.Q. 
was 94 (range 59 to 142), a figure 13 points below that 
for 34 full-term siblings who served as controls; 12 of 
the prematurely born children had an I.Q. below 80. 
Of an additional group of 43 children who weighed less 
than 1,000 g. at birth, but who were not available for 
examination, 19 were also known to be mentally retarded. 

In the mothers there was, as expected, a notably high 
incidence of complications during pregnancy, and these 
were severe in three-quarters of the pregnancies. 
Only 35 of the 73 children had normal vision; serious 
eye defects in the remainder, some of whom had more 
than one, included cicatricial retrolental fibroplasia in 9, 
severe myopia in 10, severe strabismus in 30, cataract 
in one, and a high degree of astigmatism in one. 

[This is an important and valuable paper.] 

R. S. Illingworth 
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1155. Acute Laryngotracheobronchitis Treated with 
Superinone 

M. Howmes-Srep_—e and T. N. NAuTH-Miusir. British 
Medical Journal (Brit. med. J.] 2, 777-778, Sept. 27, 1958. 
1 fig., 5 refs. 


The authors present the case reports of 5 infants aged 
between 3 weeks and 3 months who were admitted to 
Oldchurch Hospital, Romford, Essex, in the early spring 
of 1958 with acute laryngotracheobronchitis, all being 
very ill and showing cyanosis, dyspnoea, subcostal 
recession, and poor air entry. They were treated with 
chloramphenicol and given oxygen and pharyngeal suc- 
tion. In addition a fine mist of superinone, an agent 
which acts by lowering surface tension and so helps 
to liquefy thick mucus, made up in an alkaline medium 
(* alevaire ’’) was administered for 5 to 10 minutes every 
2 hours. Previous attempts at diffusing an aerosol of 
this substance into the oxygen tent having proved un- 
successful, the authors resorted to the use of a face 
mask, which they found ideal for administering the 
inhalation. 

The condition of all 5 patients was much improved 
within 12 hours as a result of the liquefaction of the 
thick, sticky secretions and greatly increased air entry. 
The authors consider that if superinone had not been 


available tracheotomy would have been essential to 
relieve asphyxia in 3 of the cases. All the patients 
made a good recovery, but one of them subsequently 
developed bronchopneumonia, became increasingly ill, 
and died 56 days after admission; post-mortem examina- 
tion revealed purulent bronchopneumonia and changes 
in the pancreas typical of fibrocystic disease. 
[Superinone appears to have helped to remove the 


sticky secretions, which may cause death from asphyxia - 


in this serious infection, but did not prevent irreversible 
damage to the lungs in the infant with mucoviscidosis. 
Since there were no control cases it is difficult to evaluate 
the part played by each of the factors in bringing about 
improvement. Acute laryngotracheobronchitis is un- 
doubtedly one of the few serious conditions in which the 
administration of chloramphenicol often proves entirely 
justified, and in which penicillin is so often of little 
value. ] Pamela Aylett 


1156. The Prognosis of Idiopathic Renal Acidosis in 
Infancy with Observations on Urine Acidification and 
Ammonia Production in Children 

E. U. BUCHANAN and G. M. Komrower. Archives of 
Disease in Childhood [Arch. Dis. Childh.| 33, 532-535, 
Dec., 1958. 2 figs., 11 refs. 


The relationship, if any, between infantile renal acidosis 
and renal tubular acidosis in later life was studied 
in 8 children treated at the Royal Manchester Chil- 
dren’s Hospital between 1948 and 1953. They were 
5 to 11 months of age at the time of admission, symp- 
toms having first appeared between 34 and 8 months of 
age; at the time of the study in 1957 they were 5 to 10 
years old, and had not been receiving treatment for periods 
ranging from 34 to 9 years. The recent history, physical 
examination, and radiography of the abdomen revealed 
no abnormality, and in every case the parents were well 
pleased with the child’s progress. No abnormality was 


‘ found in the urine, and the serum calcium, phosphorus, 


chloride, bicarbonate, and blood urea levels were 
normal. The results of a special test designed to assess 
distal renal tubular function were very satisfactory, and 
after administration of ammonium chloride the pH of 
the urine fell to between 5-0 and 5:2 in all cases. The 
authors consider that these results confirm the clinical 
impression that “idiopathic renal acidosis of infancy 
is a self-limiting disease, if the affected children are 
brought safely through the acute phase”. They con- 
clude that “‘ renal acidosis associated with nephrocalcin- 
osis in older children and adults is a different condition 
from infantile renal acidosis and the one does not lead 
to the other ”’. J. M. Smellie 


1157. Studies in Cystic Fibrosis of the Pancreas. Occur- 
rence of Rectal Prolapse 

L. L. Kutczycxi and H. SHWACHMAN. New England 
Journal of Medicine [New Engl. J. Med.]| 259, 409-412, 
Aug. 28, 1958. 9 refs. 


A follow-up survey of 386 patients with cystic fibrosis 
of the pancreas seen over a 13-month period beginning 
January 1, 1957, is reported from the Children’s Medical 
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Center and the Department of Pediatrics; Harvard 
Medical School, Boston. Of the 386 patients, 85 (22-69%) 
gave a history of rectal prolapse, which occurred at the 
age of 1 to 2 years. In 16 cases the presence of cystic 
fibrosis was not suspected at the time of the prolapse, the 
diagnosis being delayed as long as 7 to 10 years in 3 cases. 
In the authors’ view a diagnosis of cystic fibrosis of the 
pancreas should be considered in all cases in which pro- 
lapse of the rectum occurs without such predisposing 
causes a$-inflammatory lesions of the bowel, obstructive 
lesions of the genito-urinary tract, or emaciation. They 
emphasize that rectal prolapse is not usually associated 
with much loss of weight in cystic fibrosis. 
Margaret D. Baber 


1158. Value of Penthienate Methobromide in Lienteric 
Diarrhoea and Encopresis in Childhood 

R. A. MiLter. British Medical Journal [Brit. med. J.| 
2, 1393-1394, Dec. 6, 1958. 1 ref. 


From the Royal Hospital for Sick Children, Edinburgh, 
a study is reported of the efficacy of penthienate metho- 
bromide in the treatment of 12 children with lienteric 
diarrhoea and 16 with faecal incontinence, the ages of 
the patients ranging from 4 to 12 years. The study was 
not controlled and assessment was entirely clinical. 
Symptomatic improvement was noted in almost all the 
patients, particularly in those suffering from lienteric 
diarrhoea without incontinence, 11 of the 12 becoming 
asymptomatic. The author considers that administra- 
tion of the drug is a valuable adjunct to the usual 
methods of treatment and that the drug may be effective 
when given alone. Margaret D. Baber 


1159. Tests with Radioactive Iodine in the Assessment 
of Thyroid Activity in Children. (Les tests a l’iode radio- 
actif dans l’exploration de l’activité thyroidienne chez 
enfant) - 

A. M. Ermans and J. BARTMAN. Acta paediatrica 
Belgica [Acta paediat. belg.] 12, 119-128, 1958. 22 refs. 


The authors summarize previous work on the investi- 
gation of thyroid.function with radioactive iodine (131]) 
in children and report their own findings at the H6pital 
Saint-Pierre, Brussels, in 14 normal and 2 hypothyroid 
children. In each case the dose of 131I (1 juc. per kg. body 
weight diluted with 25 ml. of distilled water) was in- 
jected through a stomach tube after a 4-hour fast, food 
then being withheld for a further 2 hours. When 
practicable, urine was collected over 24 hours by means 
of a catheter left in situ, and in all cases at the end of 24 
hours 5 to 10 ml. of blood was removed from the femoral 
vein, heparin being used as anticoagulant. Measure- 
ments were then made with a Geiger counter of the 
radioactivity of: (1) 2 ml. of a 1 in 1,000 dilution of the 
solution administered; (2) 2 ml. of urine; (3) 2 ml. of 
plasma; and (4) the protein precipitated from 2 ml. of 
Plasma with trichloracetic acid and redissolved. The 
fluids in each case were evaporated under an infra-red 
lamp before counting. Appropriate corrections were 
made for the different media and the iodine conversion 
ratio (radioactivity of protein-bound iodine: radioactivity 
of total plasma iodine x 100) and urinary excretion ratio 
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(total radioactivity of urine excreted in 24 hours:radio- 
activity of dose of 1311 administered x 100) calculated. 
The 14 normal children were all under one year of age 
and were recovering from mild respiratory or digestive 
complaints. Of the 2 hypothyroid children, one (aged 
22 months) was untreated and the other (aged 8 years) 
had been treated with thyroid extract up to 24 months 
before the test. 

In the normal children the iodine conversion ratio 
varied from 17-6 to 74-:9%% (mean 47-2+-16-1%) and the 
urinary excretion ratio (assessed in 12 cases only) from 
23 to 71-5% (mean 43-6+-10-3%). In both the hypo- 
thyroid children the iodine conversion ratio was very 
low (5-6 and 8-6% respectively); the urinary excretion 
ratio in the 8-year-old child was 100%, its estimation 
being impracticable in the other case. 

The authors note the similarity of their findings in 
normal children to those in similar tests on normal > 
adults as reported by others, and point out that in both 
adults and children the results of these tests in hypo- 
thyroid subjects differ markedly from the normal. They 
emphasize that administration of iodine or thyroid 
preparations before testing may vitiate the results. 
They consider that the determination of the above ratios 
can give valuable information regarding the capacity 
of the thyroid gland to take up iodine and to excrete 
thyroid hormone, that the method is harmless, and that 
it is particularly useful in infants, in whom the assessment 
of thyroid activity by other means is unreliable. 

Margot G. Dunlop 


1160. The Role of Candida albicans in the Common 
Skin Disorders of Infancy and Early Childhood 

A. J. Vicnec. Journal of Pediatrics [J. Pediat.) 53, 692- 
703, Dec., 1958. 1 fig., 22 refs. 


To ascertain the part played by Candida albicans in 
common skin infections in childhood a total of 1,447 
infants and young children at the New York Foundling 
Hospital and St. Vincent’s Hospital, New York City, 
were observed over a period of 2 years. In 474 of these, 
who had a skin rash, the presence of C. albicans was 
determined by both smear and culture techniques, 234 
infants without skin lesions serving as controls. The 
author states that culture was more reliable than smears. 
There was no correlation between sex and colour of the 
patients and the incidence of infection with C. albicans. 
The organism was recovered from 36°5°%% of infants with 
diaper rash and from 43-3°% of those with other types of 
rash. The percentage of positive results was higher 
when the diaper rash was severe than when it was mild 
or moderately severe. When cases of intertrigo and of 
multiple infection were excluded from the miscellaneous 
group, positive cultures were obtained from only 14 out 
of 48 children with miscellaneous infections. Cultures 
were positive in 10-2°% of children in the control group. 
The clinical picture of cutaneous candidiasis was present 
in 13 of the infants; the author considers it unlikely 
that in all the other cases there was true invasion of the 
skin by the fungus. Of 51 infants from whom positive 
mouth cultures were obtained, 36 had thrush. In a 
small series of mothers and newborn infants no correla- 
tion was found between cultures from the vagina of the 
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mother and cultures from skin, mouth, and rectum of 
the infant. ; 

A cream containing 0-5°% “‘ phenacridine ”’, which was 
tried without other ancillary treatment in 286 cases, was 
equally effective in culture-positive and culture-negative 
cases, treatment being successful in 76°% of the former 
and 78°% of the latter. In severe diaper rash success with 
this treatment was significantly more frequent in cases 
giving a positive culture than in those giving a negative 
culture. No evidence of sensitivity to the cream was 
observed. E. H. Johnson 


1161. Glutamic Oxalacetic Transaminase Activity in the 
Serum in Muscular Dystrophy and Other Neuromuscular 
Disorders in Childhood 

E. G. Murpny and M. M. CHERNIAK. Pediatrics [Pedia- 
trics) 22, 1110-1114, Dec., 1958. 11 refs. 


The enzyme glutamic oxalacetic transaminase (G.O.T.) 
is ubiquitous in human tissues, but in normal conditions 
only very low levels of its activity can be demonstrated 
in the blood. The normal values in children are con- 
sidered to lie between 5 and 40 units. Pearson (New 
Engl. J. Med., 1957, 256, 1069; Abstr. Wld Med., 1957, 
22, 475) reported an increase of serum G.O.T. activity 
in patients with disorders of muscle. 

In the present study, which was undertaken at the 
University and Hospital for Sick Children, Toronto, to 
corroborate this finding and to extend the range of 
observation to children, serum G.O.T. activity was 
determined in 57 children with varying types of neuro- 
muscular disorder (42 with muscular dystrophies, 5 with 
polymyositis, and 10 with primary neuropathy). Of 32 
children with pseudohypertrophic muscular dystrophy 
20 showed elevated G.O.T. values (up to 138 units), 
but all of these patients were under 10 years of age. 
The. older children all suffered from advanced disease 
and the normal results obtained in these cases may have 
been related to the marked depletion of muscle mass 
already present. The children suffering from other types 
of dystrophy all showed normal G.O.T. values. The 
authors suggest that in the absence of hepatic or 
cardiac disorders the finding of high serum G.O.T. 
activity is indicative of pseudohypertrophic muscular 
dystrophy. John Lorber 


1162. Infantile Spasms with Mental Retardation. 
I. Clinical Observations and Dietary Experiments 

N. L. Low, J. F. Bosma, M. D. ARMSTRONG, and J. A. 
Mapsen. Pediatrics [Pediatrics] 22, 1153-1164, Dec., 
1958. 3 figs., 28 refs. 


From the University of Utah College of Medicine, Salt 
Lake City, the authors present brief case histories of 10 
typical patients with infantile spasms and mental retarda- 
tion, all of whom showed the characteristic changes of 
hypsarrhythmia in the electroencephalogram (EEG). 
As the aetiology in these cases was obscure attempts were 
made to obtain evidence for the existence of some 
inborn error of metabolism by dietary experiments in 3 
of these children. A synthetic diet was therefore pre- 
pared from casein hydrolysate which was deficient in 
phenylalanine, tyrosine, tryptophan, glutamic acid, and 
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aspartic acid, these various amino-acids being then added 
to the diet in such a way that deficiency of one or more 
remained. One baby aged 6 months while receiving a 
tryptophan-deficient diet suffered fewer seizures and her 
EEG showed striking improvement, but on resumption 
of a normal diet promptly relapsed; the other 2 children 
showed no improvement on these elimination diets. 

The authors consider it impossible to draw any definite 
inferences from a single beneficial result, but nevertheless 
suggest that such a group of patients presents an excellent 
opportunity for intensive biochemical study with the 
newer techniques now available. John Lorber 


1163. Infantile Spasms with Méental Retardation. 
Il. Treatment with Cortisone and Adrenocorticotropin 
N. L. Low. Pediatrics [Pediatrics] 22, 1165-1169, Dec., 
1958. 2 figs., 12 refs. 


The 10 young patients described above [Abstract 
1162] were treated with cortisone in a dosage of 
6°6 mg. per kg. body weight daily, reduced later to 2:2 
mg. per kg. daily. The 3 oldest patients failed to 
respond, but the other 7 showed various degrees of im- 
provement during treatment, although none had mani- 
fested any response to a variety of treatments tried earlier. 
The electroencephalogram also showed improvement in 
these 7 cases, such benefits usually being demonstrable 
within a few days of starting cortisone administration. 
One child whose mental development was still normal 
4 weeks after the first onset of spasms retained a normal 
mental age at 13 months of age; though the author 
hesitates to attribute this to the treatment with cortisone, 
he remarks that in his experience this is the only such 
child under one year of age who was not mentally 
retarded. Several hypotheses are put forward regarding 
the possible mechanism of action of cortisone in these 
cases, but no proof for any is yet available in the present, 
preliminary, stage of this study. John Lorber 


1164. The Differential Diagnosis of Facial Palsy in 
Childhood. (Die Differentialdiagnostik der Facialis- 
parese im Kindesalter) 

F. Kocu. Deutsche medizinische Wochenschrift [ Dtsch. 
med. Wschr.| 83, 2073-2075, Nov. 21, 1958. 2 figs., 
9 refs. 


Facial palsy is the commonest isolated cranial-nerve 
lesion seen in children. In the 3 years of this investiga- 
tion, carried out at the University Paediatric Clinic, 
Giessen, Germany, 29 children were seen with facial 
palsy. In 8 cases this could be attributed to trauma, 
birth trauma, or (as in one case) to reticulosis, but 15 
of the remaining 21 cases were definitely proved to be 
the result of paralytic poliomyelitis, as confirmed by stool 
tissue culture or a rise in antibody titre. Only a few 
cases, however, showed characteristic findings in the 
cerebrospinal fluid. 

The author states that Bell’s palsy (which he refers to 
as *‘ idiopathic” or “ rheumatic ”’ facial palsy) is a less 
common cause of this disorder than was formerly sup- 
posed and he suggests that in many of these cases the 
condition is probably in fact a sequel of undetected 
poliomyelitis. G. S. Crockett 
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Medical Genetics 


1165. Klinefelter’s Syndrome: Genetic Studies 

J. S. S. Stewart, M. A. FerGuson-SmitH, B. LENNOX, 
and W. S. Mack. Lancet [Lancet] 2, 117-121, July 19, 
1958. 1 fig., 32 refs. 


Writing from the University and Western Infirmary, 
Glasgow, the authors state that an estimate, based on 
their own cases, of the incidence of Klinefelter’s syndrome 
in the general population suggests that both the chroma- 
tin-positive (genetic female) and the chromatin-negative 
type of case must each occur with a frequency of at least 
1 in 10,000 (reputed) male births. An inquiry into the 
family histories of 9 chromatin-positive and 15 chroma- 
tin-negative patients showed that among the uncles and 
aunts of these patients there was a relative excess of 
childless paternal uncles in the chromatin-positive series, 
and a relative excess of childless maternal uncles in the 
chromatin-negative series. It is suggested that some of 
this excess is in both cases due to the occurrence of un- 
suspected cases of Klinefelter’s syndrome among these 
groups of relatives. Possible modes of inheritance are 
discussed. H. Harris 


1166. Primary (Genuine) Vitamin D Resistant Rickets. 
IV. A Clinical and Genetic Study. [In English] 

K. LINNEROTH, B. HALLGREN, K. PALMEN, and R. 
ZETTERSTROM. Acta paediatrica [Acta paediat. (Uppsala) 
47, 568-592, Sept., 1958. 6 figs., 27 refs. 


A clinical and genetical study of 27 patients with rickets 
resistant to vitamin D is described from Karolinska 
Institutet, Stockholm, these probably representing most 
of the cases of this condition existing in Sweden in 1955. 
They occurred in 14 families (7 being solitary cases), and 
among the relatives of the patients a further 8 individuals 
were encountered who were thought to be subclinically 
affected. Inheritance by both sons and daughters from 
either the father or the mother was observed in different 
families. The familial distribution is interpreted as 
indicating that the condition occurs in individuals 
heterozygous for a rare abnormal gene. Only a propor- 
tion of such heterozygotes, however, are thought to 
develop the full syndrome, since clinically the disorder 
is rare. H. Harris 


1167. The First Arch S 
J. McKenziz. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 33, 477-486, Oct., 1958. 


The author, writing from the Department of Anatomy, 
University of Aberdeen, describes (with photographic 
illustrations) the cases of 11 children who showed various 
abnormalities of development of that region of the head 
which is derived embryologically from the first visceral 
arch. He considers that these all form part of one 
hereditary syndrome due to a dominant gene or genes, 
with varying manifestations; and suggests that the ana- 
tomical basis of the syndrome might be an inadequate 


17 figs., 46 refs. 


blood supply between the 3rd and 5th weeks of embryonic 
life, since during this critical period the blood supply to 
the first visceral arch is hazardous, depending as it does 
on a relay of three successive vessels, namely the remains 
of the first aortic arch, the newly formed stapedial 
artery with its branches, and the external carotid artery. 
In one of the 11 patients described the syndrome was 
manifested by deaf-mutism, a wide nasal bridge, different 
coloured irises, and a white forelock. This patient’s 
mother and 2 maternal uncles also had congenital deaf- . 
ness and a white forelock, while the mother’s father 
had the white forelock alone. Only one of the other 10 
patients is reported as having a relative with related 
deformities. 

[Apart from the syndrome in the case mentioned above 
the family data presented by the author do not support 
his hypothesis that dominant genes are concerned in 
the inheritance of the deformities he describes.] 

C. O. Carter 


1168. Genetics of Haemochromatosis 

R. Despre, J. C. Dreyrus, J. FREZAL, D. Lasie, M. Lamy, 
P. MAROTEAUX, F. SCHAPIRA, and G. SCHAPIRA. Annals 
of Human Genetics [Ann. hum. Genet.| 23, 16-26, Nov., 
1958. 4 figs., 18 refs. 4 


The plasma iron level was determined in (1) 40 patients 
with haemochromatosis, (2) 67 of these patients’ children, 
and (3) a control group of 38 healthy adult males. In 
the majority of cases the iron saturation coefficient was 
also measured. The mean plasma iron level was 
251-7+6-0 yg. per 100 ml. in Group 1 and 139-9+6-2 pg. 
per 100 ml. in Group 3. In Group 2 the mean value for 
the 30 male children over the age of 15 was 197-4+-10 yg. 
per 100 ml., for the 9 female children over 15 it was 
147+8-8 yg. per 100 ml., while for the 13 male and 15 
female children under 15 the mean values were 140+-17-1 
and 135-1+14-1 wg. per 100 ml. respectively. The mean 
value for the 30 sons over the age of 15 differed signifi- 
cantly from those for both Group 1 and Group 3. 
Furthermore, whereas the variance of the plasma iron 
values was much the same in Groups 1 and 3, it was 
significantly greater in the older males in Group 2. The 
mean iron saturation coefficient showed very similar 
trends. 

It is suggested that patients with haemochromatosis 
and their relatives with hypersideraemia are heterozygous 
for a rare abnormal gene. Hypersideraemia usually 
becomes pronounced only in adult males carrying the 
gene. Hi. Harris 


1169. Dominance and Recessivity in Medical Genetics. 
[Review Article] 

A. C. ALLISON and B. S. BLUMBERG. American Journal 
of Medicine [Amer. J. Med.] 25, 933-941, Dec., 1958. 
1 fig., bibliography. 
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1170. Inquiry into Diagnostic Evidence Supporting Medi- 
cal Certifications of Death 


I. M. Mortyama, W. S. Baum, W. M. HAENSZEL, and 
B. F. MAtTTISON. American Journal of Public Health 
[Amer. J. publ. H1th\ 48, 1376-1387, Oct., 1958. 7 refs. 


In order to obtain additional data whereby the prob- 
able accuracy of certification of the cause of death could 
be estimated a 10°% sample of the deaths occurring in 
Pennsylvania during a 3-month period in 1956 was taken 
(deaths by violence being excluded) and questionaries 
were sent to the certifying physicians, replies being 
received in 96% of cases. Information was requested 
about: (1) the diagnostic methods and pertinent findings 
on which the diagnosis was based; (2) the physician’s 
opinion concerning the certainty of his certified diagnosis ; 
and (3) any change in his opinion as to the diagnosis 
since the time of certification. When the physician 
indicated that the opinions of others had been sought, 
the latter were also questioned. 

Out of 2,122 deaths, 232 (10-9°%) were certified by 
coroners or medical examiners, who were questioned only 
concerning the first of the above points. Of all the 
deaths in this category certified as due to natural causes, 
as many as 90% were attributed to cardiovascular- 
renal disease. This represented 15°% of all such deaths 
in the sample, 7:1% of deaths attributed to vascular 
lesions of the central nervous system, 14-7°% of those 
attributed to hypertensive disease, and 31-4°% of those 
attributed to coronary arterial disease being certified by 
coroners or medical examiners. Thus the care with 
which these officers discharge their duties must have a 
direct and important influence on the reliability of 
mortality statistics relating to cerebrovascular and 
coronary and hypertensive heart disease. 

For each certification the quality of the supporting 
diagnostic information was graded as “‘ very good”’, 
“ good”, or “‘ sketchy ”’, the criteria used for this pur- 
pose in different diseases being set out in a table. No 
supporting information was reported in 3-9°%% of cases, 
while the quality of information was considered very 
good in 39-:1%, good in 18-5%%, and sketchy in 38-5%. 
The quality of information was best in respect of malig- 
nant neoplasms (68-4% very good, 12-9°% good, 15-3% 
sketchy), the poorest quality ratings within this group 
being for neoplasms of the stomach and pancreas (very 
good in 51-0 and 56-3% respectively). It was estimated 
from the supporting evidence that the certified cause 
was the most probable in 78-7°% of all deaths, that another 
cause was equally probable in 12-7°%, and that another 
cause was preferable in 4-7%. Almost all of the 4-79% 
could be accounted for by additional information becom- 
ing available after the original certification. 

The 232 medico-legal certifications were then excluded 
and in the remaining 1,890 cases the certainty of diag- 


nosis was evaluated by combining scores given for the 
amount and type of diagnostic information, the reason- 
ableness of the inference drawn by the certifier, and the 
reviewer’s own opinion as “solidly established”, 
“reasonable”’, “‘in doubt”, or ‘* probably wrong”. 
For all causes combined the proportions in these cate- 
gories were 42-7, 36-0, 9-6, and 7:5°% respectively. Of 
433 diagnoses of malignant neoplasm, 67-7°% were classed 
as solidly established and a further 14-19% as reasonable. 
Of 1,194 diagnoses of cardiovascular-renal disease, 
only 32-8°% were regarded.as solidly established, although 
a further 46-5°% were regarded as reasonable. Com- 
parison showed that whereas the investigators con- 
sidered 78-7°% of all diagnoses to be solidly established 
or reasonable, the certifying physicians were of the 
opinion that 90°%% of their diagnoses were certain or 
reasonably certain. From further analyses of the data, 
full details of which are not given, it would appear that 
in Pennsylvania the quality of diagnosis of cardiovascular- 
renal disease as a cause of death is better for male than 
for female subjects, while for malignant neoplasms the 
quality of diagnosis decreases with the age of the 
deceased, though this is less evident for cardiovascular- 
renal disease. 

The authors point out that the accuracy of statistics 
of causes of death depends not only upon the availability 
of pertinent diagnostic information and the diagnostic 
acumen of the certifying physician, but it also depends 
upon the manner in which diagnoses are reported on 
death certificates, which they propose to examine in 
another paper. 

[The main interest of this paper lies in the novel 
approach adopted to a very difficult subject. The 
authors emphasize the need for a wider appreciation of 
the imprecision of mortality data, but make the reason- 
able claim that the results of their survey, despite its 
restricted size, indicate that for many disease categories 
mortality statistics, in Pennsylvania at least, are “‘ more 
than adequate” for the purpose of “‘ suggesting leads 
to be elaborated by other study approaches ”’.] 

E. A. Cheeseman 


1171. Cancer, Coronary Artery Disease and Smoking. 
A Preliminary Report on Differences in Incidence between 
Seventh-day Adventists and Others 

E. L. Wynper and F. R. Lemon. California Medicine 
(Calif. Med.| 89, 267-272, Oct., 1958. 6 figs., 13 refs. 


In a study of the comparative incidences of cancer 
and coronary arterial disease among Seventh-day Ad- 
ventists, a religious group most of whom refrain from 
smoking and drinking, and patients not of this per- 
suasion the authors have reviewed the hospital records 
of 3,679 patients with cancer, 3,082 with coronary 
arterial disease, and 1,931 with myocardial infarction 
who had been treated at eight Seventh-day Adventist 
hospitals in various parts of the U.S.A. (52% of the 
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cases from hospitals in California), the whole series con- 
sisting of 564 Seventh-day Adventists and 8,128 others. 
An inquiry among 261 male and 199 female Seventh-day 
Adventists in Southern California showed that only 6% 
of the males had a smoking history of more than 20 
years (compared with 85-4°% in the general population), 
71% over the age of 40 years had never smoked, while 
77% never drank alcohol; in regard to diet the Seventh- 
day Adventists differed from the general population only 
in their lower intake of meat (only 41% taking it), 
coffee, and tea and in a higher intake of milk. The 
authors argued that if the consumption of alcohol and 
tobacco is of aetiological significance in the diseases 
investigated then the following could be expected: 
(1) the incidence of cancer of the lung (which is related 
to smoking) and of cancer of the mouth, larynx, or 
oesophagus (which is related to both smoking and heavy 
drinking) would be less by at least 90% among male 
Seventh-day Adventists than in the general population, 
and the incidence in males and females would tend to be 
equal; ‘and (2) the incidence of myocardial infarction, 
particularly in younger males, would be significantly 
lower, and again male and female rates would tend to 
be equal. 

Analysis of the results showed that in regard to cancer 
the observed values were all within statistical expectation: 
thus in male Seventh-day Adventists there was one 
case of cancer of the mouth, lip, or oesophagus to 
11-8 in the rest, and one case of lung cancer to 10-4 in 
the rest, while the sex ratio was very nearly equal. Cancer 
at other sites, except the bladder and uterine cervix, 
occurred with the same frequency as in the general 
population. The observed rates for coronary arterial 
disease and myocardial infarction in males were signifi- 
cantly (40°%) lower than in males in the control group, 
and were similar to the expected values for females 
in the general population, while the mean age of onset 
was later. 

The authors conclude that smoking is a causative 
factor in cancer of the lung, and suggest that it is also 
a precipitating factor in the development of coronary 
arterial disease and myocardial infarction. 

F.T. H. Wood 


1172. Survey of Pupils in Schools for Physically Handi- 
capped in London - 

W. T. PALMER and D. Pirrit. British Medical Journal 
[Brit. med. J.] 2, 1326-1328, Nov. 29, 1958. 2 figs., 
4 refs. 


In this paper from the Public Health Department of 
the London County Council a survey is reported of the 
reasons for admission of 1,325 children attending 17 
special schools for the physically handicapped in 1957. 
Altogether 93 different disease conditions were present 
in these children, the commonest being cerebral palsy 
(312 children), followed by the effects of poliomyelitis 
(240) and congenital heart disease (127). No other 
disease accounted for more than 100 admissions. The 
authors state that the number attending these special 


schools has fallen more steeply than has the total Lon- © 


don school population, the attendance rate per 1,000 of 
the school population in 1957 being less than half that 


PUBLIC HEALTH AND INDUSTRIAL MEDICINE 373 


in 1928. The total number of children attending special 
schools in 1928 was 4,061. The most marked decrease 
occurred in the number of children admitted with juvenile 
rheumatism and non-pulmonary tuberculosis. The ad- 
mission rate of children with cerebral palsy rose from 0-49 
per 1,000 of the total school population in 1928 to 0-77 
per 1,000 in 1957. 

In 1928 no treatment was given in the special schools, 
but in 1957 speech therapy and physiotherapy were avail- 
able in all. The authors point out that the fall in num- 
bers is due in part to improved methods of treatment and 
in part to the modern policy of retaining handicapped 
children in ordinary schools whenever this is possible. 

J. G. Jamieson 


1173. Hospital Admissions and Social Environment 
R. Barr. Medical Officer [Med. Offr] 100, 351-354, 
Dec. 5, 1958. 1 fig., 20 refs. 


Continuing an earlier investigation of the variations in 
the rates of admission to hospital in different localities 
the author has studied the possible bearing of social 
environment upon such figures. Indices derived from 
the 1951 census, such as social class and number of per- 
sons per household, were applied to all admissions to 
hospital over a 2-month period (April-May, 1956) from 
a population of 672,800 distributed over 32 local 
authority areas. These social indices were correlated 
with standardized admission ratios for the specialties of 
general medicine, general surgery, traumatic and ortho- 
paedic surgery, ear, nose, and throat surgery, and 
gynaecology and obstetrics. 

The author states that while some of the apparent 
correlations might be the result of chance, the general 
conclusion—acceptable as significant—is that, in the 
area under survey at least, ‘“‘ more use is made of the 
hospital services . .. by the upper social classes and less 
by the lower social classes than might have been 


expected ”’. R. J. Matthews 
1174. Observations on the Excretion of Type 1 Poliovirus 
from Cases and Their Contacts 


L. A. Hatcu, K. E. A. HuGues, and J. N. PILFoLp. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 236, 419-424, Oct., 1958. 4 figs., 8 refs. 


The World Health Organization in 1954 recommended 
that the period of quarantine for a child in contact with 
a case of poliomyelitis should be 3 weeks, but epidemio- 
logical studies have indicated that the virus is often 
excreted for much longer periods. Between July, 1956, 
and the end of 1957, at the Public Health Laboratory, 
Portsmouth, an attempt was made to isolate the virus 
in all cases of poliomyelitis occurring in the area and 
from the intimate contacts of the patients. Poliomyelitis 
virus Type 1 was isolated from 2 or more specimens of 
faeces from 93 patients and from 97 of their healthy 
home contacts, the HeLa-cell technique being used. 
In 69 and 80 of these two groups respectively examination 
of specimens was continued until a specimen negative 
for the virus was obtained. The 50% clearance time for 
the patients was about 3 weeks after the onset of the ill- 
ness, while for the healthy contacts it was about 5 
weeks after the date of onset of symptoms in the index 
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case. The proportion of patients and contacts excreting 
the virus did not fall below 10° until 8 to 10 weeks had 
elapsed. In 28 out of 149 patients and contacts stool 
specimens again became positive after a negative stool 
culture had been obtained. . 

The findings indicated that the clearance rate of polio- 
myelitis virus from the faecal specimens follows an 
exponential curve and that the virus may persist in the 
stools of a large proportion of convalescent patients and 
home contacts for longer than is generally recognized. 

A. Ackroyd 


1175. Efficacy of Chloramphenicol Therapy for Typhoid 
Carriers 

M. E. O’Connor. Public Health Reports [Publ. Hith 
Rep. (Wash.)| 73, 1039-1050, Nov., 1958. 29 refs. 


A total of 1,413 cases of typhoid fever occurring in 
Mississippi and Louisiana during the 6-year period 
1947-52 were studied to determine the efficacy of chlor- 
amphenicol in preventing the development of the carrier 
state. An “ adequate” dosage of the drug was 30 g. or 
more given over a period of 14 days. Complications of 
the fever occurred in 10-2% of cases given this dosage 
and in 12-4°% of those given less. Side-effects of chlor- 
amphenicol therapy were transient. Complications were, 
however, observed in 30-6% of patients receiving non- 
specific treatment. 

Patients were released from isolation when cultures of 
two faecal specimens and of two specimens of urine 
were negative for Salmonella typhosa. Subsequent bac- 
teriological investigations revealed 20 chronic carriers 
among the 1,413 patients—12 out of 614 treated before 
the introduction of chloramphenicol and 8 out of 799 
treated after that time. There was thus little difference 
between the two series in the carrier rate. The study 
also showed that the carrier rate was higher in adults 
than in children, and that females were more frequently 
carriers than males. So far as carriers were concerned, 
the phage type of the infecting organism was not con- 
sidered to be of any aetiological importance. (Carriers 
are defined by the author as subjects who excrete the 
typhoid bacillus despite the fact that they have not had 
typhoid fever within the previous 12 months, chronic 
carriers as those who excrete the organism for a period 
of at least one year.) 

From these findings it is concluded that chlorampheni- 
col has no significant effect on the development of the 
typhoid carrier state. A. Garland 


1176. Schick Test Results in R.A.F. Boy Entrants 
W. B. THorBuRN. Public Health (Publ. (Lond.)] 
73, 103-108, Dec., 1958. 4 refs. 


Immunization against diphtheria is offered to all sus- 
ceptible recruits in the R.A.F. To determine the inci- 
dence of susceptibility in the younger age group of 
recruits the Schick test was carried out on 1,824 boys 
between June, 1957, and June, 1958. Satisfactory read- 
ings were obtained in 1,753, all of whom were volunteers 
to the Service (aged 15 to 17 years) and came from 
working-class families. Their childhood coincided with 
the start of the immunization campaign against diph- 
theria during the second World War. 
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It was found that 31% of the boys were susceptible 
compared with 28% of non-selected recruits into the 
R.A.F. The susceptibility rate was higher in boys from 
Wales, Ireland, and the northern counties of England 
than in boys from Scotland and the remaining counties 
of England (including London). 

It is concluded that with this proportion of susceptible 
subjects in a community there is little risk of an epidemic, 
but that a substantial proportion of subjects would appear 
to be at risk. The Schick test is considered to be suitable 
for routine use in the Services, particularly as a screening 
procedure in new recruits. John Fry 


1177. Diphtheria Prophylaxis. Long-term Efficiency of 
Separate and Combined Antigens Administered Early in 
Life 

V. F. L. Groarke, J. M. Barnes, and L. B. 
Hott. British Medical Journal [Brit. med. J.| 1, 96-97, 
Jan. 10, 1959. 6 refs. 


This is a follow-up study after 4 to 44 years of two 
groups of children who were immunized at the age of 3 
months against diphtheria and whooping-cough by 
different techniques, one group having received 3 doses 
of Haemophilus pertussis vaccine at monthly intervals 
followed by 2 doses of 0-5 ml. of P.T.A.P. (purified 
diphtheria toxoid precipitated by aluminium phosphate), 
while the other group had been given 3 monthly doses of 
H. pertussis vaccine combined with diphtheria toxoid 
(30 Lf per dose). In a previous paper (Spiller et al., 
Brit. med. J., 1955, 2, 639; Abstr. Wld Med., 1956, 19, 
163) it was reported that in both groups the serum titres 
of diphtheria antitoxin at 15 months of age were con- 
siderably above the average level obtained with alum- 
precipitated toxoid alone. 

After 4 to 44 years the mean residual blood levels of 
antitoxin in both groups were very similar and much 
higher than might have been expected, having fallen by 
only one-seventh during the course of 3 years. It thus 
seems that combined immunization against diphtheria 
and whooping-cough during early infancy, which has 
obvious advantages, has no apparent disadvantages 
during the following 3 years so far as the level of im- 
munity to diphtheria is concerned. However, as there is 
some variation between different batches of the combined 
prophylactic the response may not be uniformly great, 
and it is therefore advisable to give the usual pre-school 
booster dose of diphtheria toxoid, or of this toxoid 
combined with tetanus toxoid in cases of primary 
immunization with both agents. K. Zinnemann 


1178. An Outbreak of Nephritis in Northamptonshire 
M. J. PLeYDeLL and W. J. A. HALL-TuRNER. British 
Medical Journal [Brit. med. J.] 2, 1382-1383, Dec. 6, 
1958. 2 figs. 


In 1957 in a school in a Northamptonshire village 3 
children developed acute nephritis within a month. 
doctors practising in the county were asked to notify 
any cases of acute nephritis under their care, 89 such 
cases being notified. The epidemic started with 4 cases 
in 1955; during 1956 it gradually spread from village to 
village until by March-April, 1957, it had attained con- 
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siderable proportions and had reached Northampton 
County Borough; cases continued to occur during 1958. 
Of the 89 patients, 73 were children, the incidence of 


nephritis being highest in the age group 5 to 15 years. 


The majority of the patients gave a history of a sore 
throat or upper respiratory infection 2 weeks before 
the onset of nephritis. Haemolytic streptococci (Lance- 
field Group A, Type 12) were isolated from nose or 
throat swabs in most of the cases. The children were 
admitted to hospital and kept in bed until the Addis 
count approached normal, which on the average took 
15 weeks, although in some cases this period was as long 
as 20 weeks. Some of the earliest patients to be dis- 
charged from hospital showed an increase in the Addis 
count associated with mild upper respiratory infections; 
patients discharged later were given prophylactic doses 
of phenoxymethylpenicillin and showed marked improve- 
ment in the “* follow-up condition ’’. The importance of 
keeping patients who have had nephritis free from further 
streptococcal infection is emphasized. [However, no 
evidence is produced that the mild upper respiratory 
tract infections which appeared to be related to an 
increase in the number of erythrocytes in the urine were 
in fact streptococcal in origin.]} C. Bruce Perry 


1179. Nephritis in North Yorkshire 

J.T. A. GeorGe, J. C. MCDONALD, D. J. H. Payne, and 
D. A. SLADE. British Medical Journal (Brit. med. J. 2, 
1381-1382, Dec. 6, 1958. 1 ref. 


In March, 1957, an epidemic of acute pharyngitis 
occurred in a residential school in Yorkshire, and 4 of 
the 24 affected children developed acute nephritis 10 to 
19 days later. About two months after the epidemic, 
Streptococcus pyogenes Type 12 was isolated from nose 
and throat swabs from 7 of the 24 children who had had 
pharyngitis; also at this time the urine of 3 of the 4 who 
had acute nephritis still contained erythrocytes, and 
erythrocytes were present in the urine of 5 other children 
who had had no symptoms, two of these specimens con- 
taining casts. The children of the local primary school 
were then studied and it was found that 14 out of 26 
children examined harboured Str. pyogenes Type 12, one 
child had acute nephritis, and the urine of 11 children 
contained erythrocytes, 4 of these specimens containing 
casts. Six primary schools within a 5-mile radius were 
then visited and evidence of infection with Str. pyogenes 
Type 12 was found in 3 of them. Older children from 
the affected villages attended a secondary school 7 miles 
away from the original outbreak, and 6°% of the children 
at this school were found to harbour this organism. In 
the following winter 27 cases of acute nephritis occurred 
near York and 21 near Northallerton. Although the 
patients were examined some time after the onset, Srr. 
pyogenes Type 12 was isolated from throat swabs of 9 
Patients in the first group and 8 in the second. Thus, 
53 cases of acute nephritis came to light in York or the 
North Riding in the winters of 1956 and 1957 and Str. 
Pyogenes was isolated from 19 of them. Further, 38 
children without symptoms of nephritis were found to 
have erythrocytes in the urine and from 19 of these 
similar organisms were isolated. C. Bruce Perry 


1180. Present Position of Immunization against Polio- 
myelitis with Live Virus Vaccines 

A. B. SasBin. British Medical Journal [Brit. med. J.| 1, 
663-680, March 14, 1959. 5 figs., 31 refs. 
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1181 (a). Stannosis. Benign Pneumoconiosis Owing to 
Inhalation of Tin Dust and Fume. I. Environmental and 
Experimental Studies 

H. OYANGUREN, R. HADDAD, and H. MAAss. Industrial 
Medicine and Surgery {Industr. Med. Surg.| 27, 427-431, 
Sept., 1958. 2 figs. 


1181 (5). Stannosis. Benign Pneumoconiosis Owing to 
Inhalation of Tin Dust and Fume. II. Clinical Study 

P. ScHULER, E. Cruz, C. GulJON, V. MATURANA, and 
A. VALENZUELA. Industrial Medicine and Surgery 
[Industr. Med. Surg.] 27, 432-435, Sept., 1958. 4 figs., 
15 refs. 


Stannic oxide is a substance of low toxicity and solu- 
bility and high radio-opacity, the inhalation of which 
(as fume or dust) causes stannosis, a benign type of 
pneumoconiosis. After reviewing the literature the 
authors of the first of these papers describe an investiga- 
tion carried out under the auspices of the Chilean 
National Health Service in workers at a tin foundry 
in Santiago. 

The parent concentrate used, produced elsewhere from 
Bolivian tin ore, contained 58°% of metallic tin and 1% 
of silica, these proportions changing in the course of 3 
processes (which are described) to 65% and 0-2% 
respectively. During processing the workers were 
found to be exposed to a dust containing much tin and 
a negligible amount of silica, and also intermittently to 
fume of high tin content. Intraperitoneal injections of 
samples of dust from the foundry into guinea-pigs were 
made, and on examination of the animals after periods 
up to 90 days an “ inert”, non-proliferative response in 
the peritoneum was found. 

In the second paper the results of clinical, radiological, 
and spirometric studies of 19 workmen exposed to tin 
oxide at the plant described are reported. In no case 
was there impairment of pulmonary function, and the 
results of physical, electrocardiographic, and haemato- 
logical examination were negative in all. However, the 
radiological appearances were regarded as normal in 
only one case, being classed as “‘ suspect” in 8, and as 
pneumoconiotic in 10. The changes appeared after 
about 3 years’ exposure, particularly to fume, and their 
intensity varied directly with the duration of exposure. 
They varied from an increase in bronchovascular mark- 
ings to a generalized discrete nodular mottling, which in 
the most advanced degree had an appearance suggestive 
of lipoid droplets of widely varying opacity. Three 
degrees of radiological abnormality are described. 

L. W. Hale 


1182. Toxic Solvents: a Review 
E. BRowninG. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 16, 23-39, Jan., 1959. Biblio- 
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Forensic Medicine and Toxicology 


1183. Research, Organization and Teaching in Forensic 
Odontology 

G. Gustarson. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.] 51, 1055-1057, Dec., 
1958. 4 refs. 


Although, on occasion, dental data have provided 
valuable evidence in forensic work, particularly in the 
matter of identification, the author shows that the study 
of the forensic aspects of odontology has up to the present 
been unsystematic and incomplete. He advocates that 
training, research, and teaching must be seriously under- 
taken and receive more support from the authorities if 
dentistry is to make the full contribution which it should 
to the solution of medico-legal problems. . 

The author advances certain requirements for the 
establishment of forensic odontology on a satisfactory 
basis. In discussing first the problem of organization 
he suggests the setting up of a standard system, preferably 
international, of recording dental data, a system of identi- 
fication marks on artificial dentures, a standard system 
of recording the dentition of the dead, and the establish- 
ment of proper methods of communicating accurately 
this information from one country to another. The 
reliability of dental identification depends on all of these 
factors, and on a much more careful and detailed record 
of dentition and type and extent of dental treatment than 
is anywhere kept at the present time. Also, there is an 
urgent need for research into such things as methods of 
determining “ social affinities”, age, time lapse since 
death, and the information to be gained from bite marks 
on animate and inanimate objects. Finally, the author 
makes recommendations for the training of a limited 
number of dentists in this field, and considers that foren- 
sic dentistry should form part of the basic curriculum 
of the dentist in training. Gilbert Forbes 


1184. The Assessment of Age from the Dentition 

A. E. W. Mires. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.| 51, 1057-1060, Dec., 
1958. 4 figs., 10 refs. ° 


The author discusses the value for forensic purposes 
of the assessment of age from the dentition. In his 
experience it is usually possible up to the age of about 
20 to assess the subject’s age from the teeth and jaws 
with a moderately high degree of accuracy. Up to the 
age of 14 the margin of error should be little more than a 
year, but between the ages of 14 and 20 the accuracy 
diminishes progressively. In making the assessment 
reliance is placed on tables of chronology of tooth 
development, such as that prepared by Schour and 
Massler (J. Amer. dent. Ass., 1941, 28, 1153) which was 
based on radiographic studies, or on the data provided 
by Clements et al. (Brit. med. J., 1953, 1, 1421; Abstr. 
Wld Med., 1954, 15, 84) on the chronology of the erup- 
tion of the permanent teeth in English children. The 
author also refers with approval to the exhaustive study 


by Gleiser and Hunt (Amer. J. phys. Anthrop., 1955, 13, 
253) of the chronology of development of the permanent 
mandibular first molar tooth in American children, and 
suggests that extension of this study to other parts of the 
dentition would have great forensic value. In an 
attempt to determine the applicability of the American 
data to English children the author estimated the ages of 
58 children from lateral radiographs of the jaw in com- 
bination with the table of Schour and Massler. His 
conclusion is that for English children over the age of 
16 years their table seems to require some modification. 
Since it is possible that racial and environmental factors 
may influence the timing of tooth development corres- 
ponding studies in English children are required. 

After the completion of tooth development the accurate 
assessment of age from dentition becomes increasingly 
difficult. The author considers that the method of 
Gustafson (J. Amer. dent. Ass., 1950, 41, 45), which 
takes into account six main features which alter with 
advancing age, offers the best approach in principle, but 
the successful use of such a method clearly depends to a 
large extent on the experience of the observer. The 
dentition gives very little assistance in the determination 
of sex, particularly in sexually immature children. 

Gilbert Forbes 


1185. Suicide and the Medical Community 

J. A. Motto and C. Greene. A.M.A. Archives of Neu- 
rology and Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 
80, 776-781, Dec., 1958. 12 refs. 


Tf a study of 175 cases of suicide and 197 of attempted 
suicide occurring in San Francisco during a 12-month 
period the authors tried to determine the frequency and 
the value, especially from the aspect of possible preven- 
tion, of contact with a medical practitioner before the 
suicidal action. Of the suicides, 42°, were known to 
have had medical contacts during the 6 months before 
the act, and the actual percentage was almost certainly 
higher than this. Of the attempted suicides, 59°%% at 
least had sought medical aid. The doctors consulted 
represented every specialty except paediatrics, psychia- 
trists being the most frequent, with general practitioners 
and consultants in general medicine close behind. The 
time elapsing between the last consultation and the suici- 
dal act showed no clear pattern. In 53 cases (12 suicides, 
41 attempts) a drug prescribed by the doctor consulted 
was used for suicidal purposes, while in 81 others (47 
suicides, 34 attempts) in which no medical contact could 
be traced, a drug obtainable only on medical prescription 
was used, suggesting similar misuse of therapeutic agents. 
In those cases in which a doctor had been consulted the 
most frequent symptoms included depression, abdominal 
distress, nervousness, insomnia, headache, apprehension, 
black-outs, and pregnancy. The dictum that a history 
of previous attempts is a valuable indication of the po- 
tential suicide is supported by the findings in this series. 
The frequency with which patients under treatment kill 
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themselves is pointed out, as also is the impossibility of 
gauging how many suicides are prevented by the doctor. 
Professional pride coupled with personal abhorrence of 
suicide may cause a doctor to deny to himself that his 
patient has suicidal tendencies, and the internal pressure 
to do so increases with the patient’s social prestige. 
Patients will often admit to depression, but fail to mention 
suicidal plans; this is ascribed in part to the physician’s 
failure to ask about such plans. Gavin Thurston 


1186. Sexual Offences as Seen by a Woman Police Sur- 


geon 
N. H. Wexts. British Medical Journal (Brit. med. J.) 2, 
1404-1408, Dec. 6, 1958. 3 figs. 


The author surveys her experience of 27 years as a 
police surgeon in Manchester, during which she made 
roughly 2,000 examinations of women and children in 
connexion with suspected sexual offences. She is 
careful to define her object as being merely to give a 
picture of the kind of case which was referred to her, the 
ages of the complainants involved, and some of the 
problems that arose. There is no attempt to correlate 
the cases seen with the results in terms of the outcome 
of subsequent proceedings. The annual total of all 
cases referred rose from under 10 in 1927 to just under 
100 in 1938. There was a marked fall during the early 
war years, followed by an increase during the post-war 
years to somewhat higher levels than before. Analysis 
of these totals shows that cases of suspected indecent 
assault formed the main bulk of the cases, accounting 
for between 55 and 65%. The complainants were 
mainly children under 11 years of age, about half of them 
being under 7. The general trend of the annual totals 
for this class of case followed that of the totals for all 
cases. Cases of carnal knowledge involved mainly the 
15-year-old group and up to 1939 their numbers remained 
fairly steady round about 10 to 14 per annum. During 
the war there was an increase to a peak of 32 per annum 
in 1945. Immediately after the war there was a fall to 
pre-war levels, followed by an increase to an average of 
about 20 per annum in the 1950s. The incidence of 
cases of suspected rape showed a similar trend. 

[The author reaches some general conclusions on the 
basis of her long experience which many will find highly 
controversial. She considers that women police sur- 
geons have certain advantages, by reason of their sex, 
in dealing with victims of sexual offences. This conclu- 
sion would appear to be intuitive, for there is no evidence 
adduced in support of it. The author’s classification of 
sexual offenders is superficial and inadequate and pro- 
vides but a tenuous basis for her suggestions regarding 
methods of dealing with them.] Gilbert Forbes 


1187. Scrap Iron Intoxication 

R. H. Gapspen, R. R. MELLETTE, and W. C. MILLER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 168, 1220-1224, Nov. 1, 1958. 2 figs., 13 refs. 


“Scrap iron”, an inexpensive alcoholic drink, owes 


its name to its peculiar metallic taste, and in this paper 
from the Medical College of South Carolina, Charleston, 


’ the authors describe the results of chemical analysis and 


the clinical features in 50 cases of scrap-iron intoxication. 
The drink is prepared in galvanized iron drums from 
yeast, cracked corn or corn meal, and sugar, “‘ clorax ”’, 
a commercial preparation used for cleaning purposes, 
often being added. After fermentation for 48 hours 
isopropyl alcohol in the form of isopropanol and moth 
balls are added to the mixture. Analysis showed that in 
addition to naphthalene the drink contained 18% of 
isopropyl alcohol and 35°% of ethanol. 

Of 50 patients with scrap-iron intoxication examined 
over a 3-month period, 26 had symptoms identical with 
those of delirium tremens due to taking ethanol. In 
several of the other patients there were more permanent 
mental changes together with a wide variety of complica- 
tions such as might be expected in a group of this kind. 
isoPropyl alcohol, naphthalene, and f-naphthol were 
detected in the urine of these patients. 

. The authors consider that isopropyl alcohol is the most 
active constituent of the drink and attribute the symptoms 
to this. isoPropyl alcohol is twice as toxic as ethanol, 
and few of the patients could drink half a pint (237 ml.) 
of scrap-iron in 6 to 8 hours and remain conscious. 
The symptoms are similar to those produced by ethanol, 
but are more severe and develop more rapidly. 

H. B. Stoner 


1188. The Nervous System in Trichlorethylene [Intoxi- 
cation]. An Experimental Study 

A. B. Baker. Journal of Neuropathology and Experi- 
mental Neurology [J. Neuropath. exp. Neurol.) 17, 649- 
655, Oct., 1958. 2 figs., 10 refs. 


In this experimental study carried out at the University 
of Minnesota Medical School, Minneapolis, of the toxic 
effects on the nervous system of trichlorethylene (TCE), 
a widely used industrial solvent, 15 dogs were exposed to 
a single large concentration of TCE vapour and a further 
25 animals received chronic exposure for 2 to 8 hours 
daily for variable periods. The concentration of the 
TCE in the air of the gassing chamber was determined 
regularly by accurate sampling. 

In the acute experiments the dogs exhibited salivation 
and difficulty in controlling their limbs within 5 minutes 
of exposure to an atmospheric concentration of 30,000 
parts of TCE per million. During the subsequent 10 
minutes unconsciousness often occurred, accompanied 
by convulsions, especially in the hind limbs; death 
usually ensued within 20 minutes. In these animals 
little change could be seen.in the nervous system. In the 
chronic experiments symptoms of intoxication began to 
appear at concentrations over 3,000 p.p.m., these taking 
the form of tremor of the head, gnashing of the teeth, 
frothing at the mouth, ataxia, and bicycling movements 
of the extremities. Gross examination of the nervous 
system gave only negative results. However, examina- 
tion of stained sections of various parts of the brain and 
spinal cord revealed that the main feature of chronic 
TCE intoxication was a selective destruction of the 
Purkinje layer of the cerebellum. The cerebral hemi- 
spheres showed only mild changes, these consisting mainly 
of scattered swollen or pyknotic cortical neurones and 
mild focal swelling of the myelin sheaths in the white 
matter. Norval Taylor 
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1189. Changes in the Composition of Spinal Fluid Fol- 
lowing Continuous Spinal Anesthesia 

N. M. Birrricu, A. V. KANge, and R. E. MosuHer. 
Anesthesia and Analgesia; Current Researches [Anesth. 
Analg. curr. Res.| 37, 322-327, Nov.—Dec., 1958. 5 refs. 


In 30 patients about to undergo various types of opera- 
tion at Providence Hospital, Detroit, spinal anaesthesia 
was administered by means of a nylon catheter inserted 
through the second, third, or fourth lumbar interspace, 
while in a further 27 cases a vinyl plastic catheter was 
similarly employed. A mixture of 4 ml. of 1% ametho- 
caine and 8 ml. of 10°% dextrose was used to produce 
anaesthesia; the average dose of amethocaine intro- 
duced through the nylon catheter was 16 mg. and through 
the vinyl catheter 20 mg. Immediately after spinal 
penetration with the Huber needle and before insertion 
of the catheter two separate samples of cerebrospinal 
fluid (C.S.F.) were withdrawn for analysis, two further 
samples of C.S.F. being removed on the day after 
operation. 

With both types of catheter there was an increase in 
the concentration of erythrocytes in the C.S.F., pre- 
sumably a result of the slight haemorrhage following 
insertion of the needle. An appreciable rise in the C.S.F. 
leucocyte count occurred in only a few cases and was not 
related to the type of catheter. There was little change in 
the concentration of protein in the C.S.F., but the glucose 
concentration rose, presumably because of the dextrose 
in the anaesthetic mixture. The results are compared 
—_ those of other similar studies. | Mark Swerdlow 


1190, Effect of Hypothermia on the Adrenocortical 
Response to Operation 

I. W. Macpuer, T. C. Gray, and S. Davies. Lancet 
[Lancet] 2, 1196-1199, Dec. 6, 1958. 4 figs., 10 refs. 


The reduction in blood flow and cardiac output and 
reduced oxygen requirements of the tissues during arti- 
ficial hypothermia make the use of this technique of 
value in neurosurgery and cardiovascular surgery. But 
it has not yet been established whether the use of arti- 
ficial hypothermia would permit operations to be per- 
formed on patients previously considered too ill for sur- 
gery by reducing the organism’s reaction to trauma, which 
is regarded as an important factor in determining 
recovery. The response of the adrenal cortex to trauma, 
as indicated by the urinary excretion of corticosteroids, 
provides an index of the degree of the response of the 
whole organism, but in observations on patients under- 
going operations under hypothermia it is difficult to dis- 
tinguish between the effects of operation, anaesthesia, 
and hypothermia. Experiments were therefore carried 
out at the University of Liverpool in which dogs 
were maintained in a hypothermic state for 72 hours 
after an abdominal operation so that the adrenocortical 
response to injury could be evaluated during this phase 


Anaesthetics 


as well as in the phases before and after recovery from 
hypothermia. 

The dogs were anaesthetized with intraperitonal pento- 
barbitone, and hypothermia was induced by surface 
cooling, the rectal temperature being maintained be- 
tween 26° and 29°C. When the rectal temperature had 
fallen below 30°C. the abdomen was opened and a 
standard manipulation of the small bowel was per- 
formed. During the 72-hour period of the experiment 
24-hour urine specimens were collected through an in- 
dwelling catheter, and the pulse rate, temperature, and 
respiration rate were recorded every 30 minutes. Blood 
samples were collected once or twice daily for determina- 
tion of the carbon dioxide combining power and serum 
sodium and potassium levels, and water and electrolytic 
requirements were adjusted accordingly. In the first 
series of experiments the animals were killed at the end of 
72 hours and both adrenal glands, kidneys, and liver 
were examined histologically. In the second series the 
experimental period was extended in order to study 
urinary corticosteroid excretion both before and after 
the phase of hypothermia. Normal resting corticosteroid 
excretion was also determined, and control observations 
were carried out on dogs which were anaesthetized and 
operated on without hypothermia, the anaesthesia being 
maintained for the following 72 hours. 

It was found in the first series that histological examina- 
tion of the adrenal cortex was of no value in assessing 
antecedent adrenal activity, while the kidney and liver 
showed no important changes. During the long period 
of hypothermia the dogs developed acidaemia, which was 
partly respiratory in origin, but was also due to loss of 
fixed base, the serum sodium level tending to fall and that 
of potassium to fluctuate, while total urinary sodium and 
potassium excretion was abnormally high. All the 
cooled animals became oedematous by the third day and 
it was difficult to control their water balance; this did 
not occur during prolonged anaesthesia alone. Urinary 
corticosteroid excretion during anaesthesia and hypo- 
thermia was much the same as during the preoperative 
period. However, as the body temperature slowly came 
back to normal during recovery from hypothermia there 
was a large increase in corticosteroid excretion, which 
was much greater than after operation alone. [t is 
therefore concluded that hypothermia may cause an 
increased rather than a diminished adrenocortical 
response in the very ill patient. M. Woods 


1191. Anaesthesia for Selective Angiocardiography 
M. MEHTA. Anaesthesia [Anaesthesia] 14, 43-52, Jan., 
1959. 5 figs., 11 refs. 


The author briefly describes the principles and practice 
of angiocardiography and the dangers associated with 
this procedure. He then details the method he uses 


to anaesthetize children for this investigation. Pre-— 
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medication is with oral pentobarbitone in a dosage of 33 
to 50 mg. per stone (5-15 to 7-8 mg. per kg.) body weight 
2 hours before operation and pethidine (1 mg. per lb. 
(2:2 mg. per kg.)), and atropine (0-3 to 0-6 mg.) given 
half an hour before operation. Anaesthesia is induced 
with cyclopropane—oxygen or nitrous-oxide—oxygen, a 
smooth induction being essential. An armoured endo- 
tracheal tube is introduced (usually with the aid of suxa- 
methonium), and anaesthesia is maintained with nitrous- 
oxide—oxygen-—pethidine, a minimal amount of trichlor- 
ethylene being added if necessary. A further dose of 
suxamethonium is administered just before the injection 
of diodone to prevent the paroxysmal coughing which the 
medium may initiate. After completion of the procedure 
the patient is carefully watched and the catheter retained 
in the vena cava for at least 15 minutes in case the dio- 
done should exert toxic effects on the myocardium. 

The author has employed this technique with satis- 
factory results in 28 cases. Mark Swerdlow 


1192. Balanced Analgesia for the Poor-risk Patient 
Undergoing Thoracic Surgery 

C. C. SANTos and R. B. Sweet. Journal of the American 
Medical Association [J. Amer. med. Ass.] 168, 1977-1982, 
Dec. 13, 1958. 12 refs. 


The authors describe, from the University of Michigan 
Medical School, Ann Arbor, a method of anaesthetizing 
poor-risk candidates for thoracic surgery which they 
term “* balanced analgesia’’. It consists in moderately 
heavy premedication with pentobarbitone, morphine, and 
scopolamine, followed by the production of topical anaes- 
thesia of the larynx and tracheo-bronchial tree with 10% 
cocaine. Thereafter intermittent doses of 10 mg. of 1% 
meperidine (pethidine) are given intravenously until there 
is little response to painful cutaneous stimuli; the blood 
pressure is carefully watched throughout and no more 
doses are given if it falls significantly. Next 20 to 40 mg. 
of 2% thiamylal sodium is given to produce mild hyp- 
nosis, followed by 40 mg. of 2% succinylcholine to per- 
mit intubation; thereafter the respirations are controlled 
under nitrous oxide and oxygen (3-5 and 1:5 litres per 
minute respectively) for 15 to 20 minutes, followed by a 
concentration of nitrous oxide varying from 0 to 67%, 
with occasional doses of 1% pethidine to maintain 
complete analgesia, together with 0-2°%% succinylcholine 
in a slow intravenous drip (8 to 10 drops a minute). 

When the chest is opened the hilum is infiltrated with 
10 ml. of 1% lignocaine and the electrocardiogram, 
blood pressure, pulse rate, and blood loss and replace- 
ment are all recorded. The degree of analgesia is deter- 
mined by the patient’s ability to hear and respond to 
simple commands [but how is not clearly described]. 
Postoperatively the 100 patients on whom this technique 
was used all had complete amnesia for the period of 
operation. There were 7 deaths, of which 5 occurred 
among 77 patients undergoing mitral valvotomy and 2 
in patients subjected to aortic commissurotomy. There 
seemed to be no reason to implicate the anaesthetic 
technique as the cause of death in any of these cases. 

[The method described is essentially the same as that 
which has been used widely in Great Britain for nearly 


15 years, that is, very light anaesthesia combined with 
relaxation and controlled respiration. It is offered as an 
alternative to ether anaesthesia, still very popular in the 
U.S.A. In fact, it is difficult to see how analgesia under 
these circumstances can be adequate unless it is virtually 
light narcosis.] D. D. C. Howat 


1193. Comparison of Two Hypotensive Agents. Report 


of a Clinical Trial 
J. D. ROBERTSON and P. ARMITAGE. Anaesthesia [Anaes- 
thesia] 14, 53-64, Jan., 1959. 1 fig., 6 refs. 


In a comparative trial carried out at the Edinburgh 
Royal Infirmary phenactropinium (‘‘ trophenium ”’) and 
trimetaphan (“‘ arfonad ’’) were each administered, from 
unidentified ampoules and in random order, to induce 
hypotension during a variety of operations. In patients 
undergoing thoracic surgery anaesthesia was induced with 
thiopentone and curare and maintained with cyclopro- 
pane—oxygen, a Water’s absorber being used, with 
manual compression of the bag. For non-thoracic 
operations 
ethylene anaesthesia was used and sometimes a positive- 
Pressure respirator was employed. In all cases a light 
plane of anaesthesia was maintained throughout. The 
hypotensive agent was given diluted in normal saline by 
intravenous drip infusion, the drip being run at a rapid 
rate at first to produce a quick fall of blood pressure to 
within 10 mm. Hg of the desired level and the start of the 
operation being usually delayed until this fall had been 
achieved. 

In 77 out of the 104 cases the desired level of blood 
pressure was readily achieved and maintained, in 22 
difficulties were encountered, and in the remainder 
adequate hypotension could not be produced. There 
was little difference between the 2 drugs in efficacy or in 
the time taken for recovery of the blood pressure after 
ceasing administration, which on average was a little 
over 20 minutes. The authors give a detailed account 
of the postoperative complications encountered, which 
did not differ as between the 2 drugs. The factors 
influencing the speed of recovery of blood pressure are 
discussed. Mark Swerdlow 


1194. General Anaesthesia for Bronchoscopy: an Assess- 
ment of 1,310 Cases 
C. F. A. Cummins, I. C. W. ENGLIsH, R. E. Loper, and 
C. ParisH. Anesthesia and Analgesia; Current Re- 
searches [Anesth. Analg. curr. Res.] 37, 336-337, Nov.— 
Dec., 1958. 


The authors briefly describe the method of anaesthesia 
which they employ at Papworth Hospital, Cambridge, 
for bronchoscopy in patients of all ages. Adults are 
premedicated with “‘ omnopon” and scopolamine and 
children with omnopon and atropine. When the sur- 
geon is ready to start thiopentone is injected in a dose of 
0-004 mg. per kg. body weight followed immediately by 
0-8 mg. of suxamethonium per kg. The lungs are 
inflated with oxygen until relaxation is complete, when 
the bronchoscope is inserted. Oxygen is administered 
via the side tube of the bronchoscope and the lower part 
of the thorax is rhythmically compressed throughout the 
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examination. When necessary a second injection of 
suxamethonium is given. Pharyngeal secretions are 
aspirated as the bronchoscope is withdrawn and the 
patient then placed in the lateral position. 

The authors have used this method satisfactorily in 
1,310 cases; there have been no fatalities or serious 
sequelae. The mean time taken for bronchoscopy in 
this series was 2. minutes 46 seconds. Mark Swerdlow 


1195. Prevention of Post-operative Chest Complications. 
A New Technique Using Isoprenaline Aerosols during 
Anaesthesia 

S. Linton and J. R. ODELL. Anaesthesia [Anaesthesia] 
14, 68-75, Jan., 1959. 2 figs., 5 refs. 

The authors have investigated, at the Royal Free Hos- 
pital, London, the value of isoprenaline inhalations in 
patients undergoing upper abdominal surgery and par- 
ticularly in those with preoperative respiratory condi- 
tions which might predispose to postoperative atelectasis. 
The aerosol was introduced into the connecting piece of 
the endotracheal tube; administration was usually 
started at the time of closure of the peritoneum, when 2 
or 3 insufflations were given every 2 minutes until the 
patient left the table. In cases with preoperative chest 
complications isoprenaline was administered throughout 
the operation. Postoperatively, aerosol therapy was 
given for 2 minutes every hour for the first 12 hours, then 
at every other hour for the next 12 hours and thereafter 
as necessary. Most of the patients joined in breathing 
exercises, but other forms of physiotherapy were with- 
held unless chest complications developed. 

The results in 24 cases so treated are compared with 
those in 24 comparable patients not given isoprenaline 
insufflations. In the former group one patient developed 
postoperative atelectasis, whereas in the latter group 3 
did so. It was the authors’ impression that in the 
aerosol-treated patients reflex bronchospasm was less 
frequent at the termination of anaesthesia and post- 
operative expectoration was more free. [It would be 
interesting to see the results of this new technique in a 
larger series of cases. ] Mark Swerdlow 


1196. The Effect of Trilafon on Post-anesthetic Nausea, 
Retching and Vomiting: a Controlled Study 

O. C. Puiturps, A. T. NELSON, W. B. Lyons, T. D. Grarr, 
and T. M. Frazier. Anesthesia and Analgesia; Current 
Researches [Anesth. Analg. curr. Res.| 37, 341-346, Nov.— 
Dec., 1958. 5 refs. 

This investigation of the effect of “ trilafon” (per- 
phenazine) on post-anaesthetic nausea and vomiting was 
carried out at the Hospital for the Women of Mary- 
land, Baltimore, on 201 patients undergoing minor gynae- 
cological procedures. The night before operation the 
patients received 100 mg. of “‘ seconal” (quinalbarbi- 
tone) by mouth, while next morning they were given 10 
mg. of morphine, 0-4 mg. of atropine, and either 5 mg. 
of perphenazine or a placebo in a single intramuscular 
injection one hour before operation. All the patients 
received thiopentone—nitrous-oxide—oxygen anaesthesia. 
Each patient was also given an additional dose of 5.mg. 


of perphenazine or placebo intramuscularly 4 hours - 


after the first dose, these substances being administered 
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in random order and by the double-blind technique, 
It was found that 75°%% of the women who received 
perphenazine had no postoperative nausea or vomit- 
ing compared with 52% of those given the placebo, while 
71% and 7°8% respectively suffered from nausea only, 
Thus 82% of the patients given perphenazine had 
no vomiting or retching compared with 60°%% of those 
in the placebo group, the difference being statistically 
significant: In the perphenazine group 51% of women 
reported drowsiness, but 46°% were free from all post- 
operative side-effects; the corresponding figures in the 
placebo group were 13% and 72%. Mark Swerdlow 


1197. Prostatectomy. Anaesthetic Technique and Other 
Factors Aff 

H. Exvuis and R..A. L. LEATHERDALE. Lancet [Lancet] 
2, 1189-1192, Dec. 6, 1958. 2 figs., 18 refs. 


A method of anaesthesia for the poor-risk patient 
undergoing prostatectomy is described in this article from 
the United Oxford Hospitals. It consists in combining 
low spinal anaesthesia with an abdominal field block and 
infiltration. First, to block the sacral nerve roots 0-8 to 
1-0 ml. of “‘ heavy nupercaine ” (cinchocaine) is injected 
intrathecally with the patient sitting up. Low rectus 
blocks are next produced with the patient lying supine, 
care being taken to ensure that the two highest blocks 
are level with or just above the umbilicus. For each 
rectus block 5 ml. of 1°% lignocaine hydrochloride solu- 
tion is used, and 60 to 80 ml. of 0-5% lignocaine solution 
is used for infiltration of the line of incision and of the 
spermatic cords as they leave the external inguinal rings 
and for injection (20 to 30 ml.) into the retropubic space. 
All solutions contain adrenaline in a concentration of 
1:200,000 to 1:400,000. 

Of 340 consecutive patients undergoing one-stage 
prostatectomy, 170 were anaesthetized by the above 
method and 170 were given general anaesthesia, the same 
technique being used in all cases. In both groups about 
one-quarter of the patients were operated on by the trans- 
vesical route and three-quarters by the retropubic route. 
The postoperative mortality in both groups was closely 
related to the age and general condition of the patient. 
The group operated on under local and spinal anaes- 
thesia contained a greater number of poor-risk patients 
and this is considered sufficient to account for the higher 
mortality (21 deaths) in this group than in the other (16 
deaths). Except in cases of severe uraemia and of symp- 
tomless hypertension the blood urea level before opera- 
tion had no bearing on the prognosis. Blood loss, as 
indicated by the quantity of blood transfused during 
and after operation, was greater and the incidence of 
postoperative haemorrhagic complications higher when 
general anaesthesia was used than when the authors’ 
technique was used. The incidence of wound infection 
was not increased by the injection of local anaesthetic 
into the operation site, nor was the frequency of chest 
complications increased in the group operated on under 
local and spinal anaesthesia, despite the fact that some 
of these patients had cardiac or pulmonary disease 
sufficiently severe to make them unfit for general 
anaesthesia. M. Woods 
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1198. Studies of Time—Dose Relationships: the Effect 
of Fractionation 

L. A. pu SAULT, W. R. Eyer, and W. M. Burns. 
Radiology [Radiology] 71, 709-715, Nov., 1958. 5 figs., 
9 refs. 


The authors, working at the Henry Ford Hospital, 
Detroit, have studied the effects of different fractionation 
plans on the response of the spontaneous mammary 
adenocarcinoma of C3H mice to standard total doses of 
radiation. The mice were immobilized by enfolding 
them in wire mesh, the tumour protruding through a 
hole cut in it. The field most often used was 22 mm. in 
diameter and the factors employed were: F.S.D. 20 cm., 
H.V.L. 0-5 mm. Cu, and dose rate 450 r. per minute (air). 
Air doses were used throughout. Sufficient lead shield- 
ing around the tumour was used so that transmitted 
radiation was only 0-1°% of the useful beam, the tumour 
being irradiated tangentially. Comparisons were made 
between different groups of mice receiving the same total 
dose in the same over-all time, but with different fraction- 
ation plans. The effect of treatment was assessed by 
determining the proportion of mice in which disappear- 
ance of the palpable tumour had ocourred at the end of 
a standard follow-up period. 

In mice treated at a rate of 667 r. 3 times a week the 
tumour response was better than in those treated with 
400 r. daily (5 days a week) both with a total dose of 
6,000 r. and one of 8,000 r. The difference in normal 
tissue reactions was very much less than the difference 
in tumour response. No differences in tumour response 
were found when a dosage of 2,500 r. a week was given 
with the same fractionation techniques. The optimum 
interval between treatments thus appears to depend on 
the size of the individual dose. 

In mice which received 10,000.r. in 25 days the results 
were poorer and the systemic effects were greater than in 
those which received 7,500 r. in 18 days, suggesting the 
possibility that supralethal effect may be related to im- 
pairment of host resistance. R. C. S. Pointon 


1199. Preliminary Observations on the Treatment of 
Postirradiation Hematopoietic Depression in Man by the 
Infusion of Stored Autogenous Bone Marrow 

N. B. Kurnick, A. MontTANo, J. C. Gerpes, and B. H. 
Feper. Annals of Internal Medicine [Ann. intern. Med.} 
49, 973-986, Nov., 1958. 14 figs., 15 refs. 


The literature on infusion of bone marrow following 
wide-field irradiation is briefly reviewed in this paper 
from the Long Beach Veterans Administration Hospital 
and the University of California Medical Center, Los 
Angeles. The authors then describe in detail the 
management of 2 cases requiring large volume irradiation 
—one case of teratocarcinoma of the testicle and one of 
renal carcinoma. Immediately before starting irradia- 
tion 15 ml. of marrow was aspirated from the iliac crest 


and a similar amount from the sternum, a 20-ml. syringe 
containing 1 ml. of sterile Tyrode’s solution and 100 
units of heparin being used. A sample of marrow 
aspirate was set aside for determination of the cell 
count, the morphology and viability of the cells, and the 
deoxyribonuclease content. The remainder was placed 
in tubes containing an equal volume of 30% glycerol in 
Tyrode’s solution and frozen by the Polge method as 
described by Barnes and Loutit (Brit. J. Haematol., 
1957, 3, 241). After irradiation was completed the 
marrow was thawed in a water-bath at 37° C. and then 
transferred to a 500-ml. Fenwal plastic bag. To 40 ml. 
of the marrow suspension in glycerol-Tyrode’s solution 
20 ml. of glucose solution (33-3°% strength) was added in 
accordance with the Sloviter method (Amer. J. med. Sci., 
1956 231, 437). After gentle mixing for 2 minutes 
60 ml. of Tyrode’s solution was added and mixed, and 
after a further 2 minutes 240 ml. of Tyrode’s solution was 
added. Moderate clumping was observed. The mix- 
ture was transfused into the antecubital vein and an 
additional litre of 5°% dextrose was passed through the 
plastic bag; during this process the filter on the plastic 
bag with adherent clumped elements was frequently 
squeezed, permitting all the marrow to be passed into 
the antecubital vein. 

Both patients died at an early stage from carcinoma- 
tosis, but in each case the originally hypoplastic bone 
marrow showed hyperplasia within 10 to 14 days of the 
marrow transfusion. In one case the polymorpho- 
nuclear leucocyte, lymphocyte, and platelet counts in 
the peripheral blood showed a much more rapid recovery 
than would normally be expected following large-field 
irradiation. Norman Mackay 
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1200. Observer Variation in 

B. GANDEvIA and P. StTRADLING. British Journal of 
Radiology [Brit. J. Radiol.) 31, 424-427, Aug., 1958. 
15 refs. 


In a previous investigation (Tubercle (Lond.), 1957, 
38, 113) the authors found that in the tomographic diag- 
nosis of tuberculous cavitation the chief source of obser- 
ver variation seemed to lie in the interpretation rather 
than in the recognition of abnormal appearances. To 
test this hypothesis they decided to study observer varia- 
tion in the bronchographic diagnosis of bronchiectasis, 
in which the shadows are large, localized, and sharply 
demarcated and normal areas are available for compari- 
son with doubtful ones, and in chronic bronchitis, in 
which the diagnosis depends upon the recognition and 
interpretation of multiple tiny lesions and minor changes. 
Sets of bronchograms from 86 cases were studied, and 
as in nearly half of these the procedure had been bilateral, 
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126 observations were available for analysis. The sets 
of radiographs were studied independently in batches of 
10 to 15 by 2 observers, who met at fortnightly intervals 
to compare results. In all cases in which there was dis- 
agreement the films were reviewed, and if the disagree- 
ment could not be resolved in consultation the films were 
referred for a third opinion, which was accepted as final. 
This occurred only on 6 occasions. 

There was high over-all agreement between the findings 
of the 2 observers. A total of 149 diagnoses were made 
in the 126 observations, coexistent chronic bronchitis 
and bronchiectasis being responsible for the excess. Of 
126 finally agreed diagnoses of chronic bronchitis or 
bronchiectasis, the 2 observers had made 117 and 119 
respectively at their initial readings. Of 23 cases in 
which the appearances were finally considered to be 
normal, in 22 they had been judged to be so by each 
observer independently and in none was bronchiectasis 
diagnosed by either observer. Of 48 agreed examples 
of bronchiectasis, the same 44 were diagnosed by each 
observer independently. 

It is estimated that observer variation in the direction 
of under-reading in the diagnosis of bronchiectasis was 
of the order of 4% and in that of chronic bronchitis 
about 8%. The importance of the interpretative as 
distinct from the observational factor in causing variation 
is emphasized by comparing the figure of 4% for the 
diagnosis of bronchiectasis with that of 16°% for the same 
observers in the tomographic diagnosis of tuberculous 
cavitation. The authors attribute this difference to the 
greater contrast, definition, and ease of reading associ- 
ated with bronchography. The intermediate position of 
the observer variation in the diagnosis of chronic bron- 
chitis supports this contention. J. Conway Hughes 


1201. Diagnostic Implications of the Hleocecal Valve 
S. STARK. Gastroenterology [Gastroenterology] 35, 485-— 
497, Nov., 1958. 14 figs., 38 refs. 


This review of the literature [the author’s own name 
does not appear in his bibliography] was undertaken in 
an attempt to define the x-ray appearances of the normal 
ileo-caecal valve, misinterpretation of which has led to 
** much erroneous diagnosis and unnecessary surgery” 
owing to the tumour-like filling defect which is often 
seen at this site. Actually, only 1-4°%% of colonic neo- 
plasms arise in the ileo-caecal sphincter, and are fre- 
quently benign (usually lipomata). The commonest 
causes of a radiological diagnosis of enlargement of the 
ileo-caecal valve are ignorance of the range of normal 
size, submucosal fatty infiltration, and possibly idio- 
pathic oedema. The rarer causes are traumatic oedema, 
prolapse of the ileal mucosa, inflammation, and neoplasm. 

Anatomically, the ileo-caecal valve consists of superior 
and inferior lips joining together to form a frenulum 
which extends on each side into the caecum as a ridge. 
The upper lip is usually the larger. As the caecum is 
distended the shape of the os changes from a round hole 
to a slit, and the two lips are then pressed together to 
form a competent valve. Depending on the behaviour 
of the surrounding caecal muscle, the valve may remain 
competent even with gross distension of the surrounding 


RADIOLOGY 


colon. Inother cases reflux into the ileum occurs without 
any obvious increase in the diameter of the caecum, pre- 
sumably as a result of longitudinal relaxation. 

[There is no reference to the symptoms and x-ray 
findings in these cases—admittedly uncommon—in which 
a carcinoma is limited to the ileo-caecal valve.] 

Denys Jennings 


1202. Enlargement of the Placenta as Demonstrated by 
Soft Tissue Placentography 

J. W. Ryet and G. Jacosson. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.| 80, 639-650, Oct., 1958. 8 figs., 
12 refs. 


The shadow of the placenta can usually be demon- 
strated in a soft-tissue radiograph of the abdomen. 
Occasionally an enlargement of this shadow is seen, but 
such an.enlargement may be missed unless the radio- 
graphs are taken as a routine in two oblique projections 
in addition to the antero-posterior and lateral positions. 
The authors estimate that the total dose to the foetus in 
this procedure is less than 2 r. True enlargement of the 
placenta (the normal placenta does not exceed 9 cm. in 
thickness) is usually due either to erythroblastosis, which 
causes oedema, or to placental detachment resulting 
from haemorrhage. Other causes of enlargement include 
syphilis, diabetes, placental tumours, and continued 
growth of the placenta after foetal death. An apparent 
enlargement of the placenta, “‘ pseudo-enlargement ”, 
may be caused by polyhydramnios, abnormal presenta- 
tion of the foetus, tumours of the foetus, or tumours or 
abnormalities of the uterine wall. Prematurity may also 
result in a relative polyhydramnios. 

The authors describe 8 cases in which this procedure 
was used at the County Hospital, Los Angeles, Cali- 
fornia, 5 of true placental enlargement and 3 of pseudo- 
enlargement. A. M. Rackow 


1203. Pelvic Angiography—with Particular Reference to 
Its Value in Intrauterine Pregnancy after the Fifth Month 
of Gestation 

K. E. HopcGe. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 80; 651-663, Oct., 1958. 6 figs., 19 refs. 


The author has employed percutaneous femoral arterio- 
graphy successfully in 13 cases of haemorrhage and sus- 
pected placenta praevia and in 2 cases to determine 
the nature of an abdominal mass. Describing the tech- 
nique he states that injection of the vessel is simplified by 
the use of a trochar and cannula. After withdrawal of 
the former a blunt probe of similar gauge is used to work 
the cannula into the vessel without danger of injury to the 
intima. A 50% solution of “ diodrast’’ (diodone) 
is injected with a manual injector. To avoid clotting 
the trochar and cannula are previously dipped in a 
1:1,000 solution of heparin. It is stated that when this 
precaution was omitted in one of the author’s cases a 
small clot formed which resulted in an infarcted area of 
skin over the lower right abdominal quadrant. 

In 5 cases a diagnosis of central placenta praevia was 
confirmed by this procedure, which also confirmed the 
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diagnosis in 7 cases in which there was no angiographic 
evidence of placenta praevia. The angiographic examin- 
ations did not appear, as judged by subsequent develop- 
ment, to have influenced the course of the patient’s 
condition except possibly in one case in which hae- 
morrhage increased one hour after examination and 
necessitated caesarean section. One further patient was 
considered to have a lateral-wall placenta, but at 
caesarean section this was found to be sited close to the 
margin of the os. All the examinations were carried out 
between the 21st and 32nd weeks of gestation and there- 
fore at an earlier time than that at which useful informa- 
tion could be expected by the more simple soft-tissue 
technique. 

In one case of abdominal tumour in association with 
pregnancy the angiogram revealed a fibroid and in an- 
other case in which a tumour persisted after parturition 
the angiogram provided evidence permitting a correct 
diagnosis of ovarian cyst. A. M. Rackow 


1204. The Roentgenologic Interpretation and Uses of 
Percutaneous Retrograde Pelvic Arteriography 

B. P. SAMMons, J. R. WILLIAMS, C. GARTENLAUB, R. L. 
BERNSTINE, J. H. NELSON, and R.B.GREEMAN. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol.) 80, 664-672, Oct., 1958. 
10 figs., 29 refs. 


The authors review briefly the history of injection 


techniques used for demonstrating the pelvic organs 
radiologically. They consider that the relatively simple 
procedure of retrograde femoral angiography is safe and 
no less reliable than aortography in filling the pelvic and 
uterine vessels. Their own technique (described in de- 
tail) was used on 85 patients seen at St. Albans Naval 
Hospital, Long Island, New York, the contrast medium 
being “‘ miokon”’, which was found to be satisfactory 
and free from irritative effects. No serious complica- 
tions occurred, although 45 patients were in various 
stages of pregnancy. In no case was labour induced. 
The authors discuss the abnormalities of the pelvic 
vasculature as seen in: (1) normal pregnancy; (2) tubal 
pregnancy; (3) fibromyoma; and (4) adnexal tumour. 
It is emphasized that while the method is an important 
aid in diagnosis, it should be reserved for cases in 
which simpler measures have failed and the choice of 
treatment lies between conservative and radical measures. 
It may be of particular value in cases of suspected 
placenta praevia; in cases of salpingitis or in ovarian 
lesions, however, the vascular pattern has not been found 
to be of much diagnostic significance. A. M. Rackow 


1205. The Radio-opacity of Glass Foreign Bodies with 
Report of a Case of Injury of the Cauda Equina by Frag- 
ments of Glass 

W. B. Jennett and J. A. Watson. British Journal of 
Surgery [Brit. J. Surg.] 46, 244-246, Nov., 1958. 4 figs., 
7 refs. 


The radio-opacity of glass retained as a foreign body 
is discussed with reference to a case in which there was 
damage to the cauda equina by traumatic introduction of 
glass fragments. 


A 7-year-old girl fell on an upright wine-glass with 
her spine acutely flexed and suffered a severe laceration 
over the lumbo-sacral junction. This was followed by 
acute retention of urine and dribbling incontinence. 
Two faint opacities seen radiologically in the region of the 
first sacral vertebra were invisible in the lateral pro- 
jection, but were confirmed by tomography to be foreign 
bodies in the neural canal. Subsequent myelography 
revealed a linear defect in a sacral sac, which was de- 
formed by fibrosis. Fragments of glass were removed 
surgically with satisfactory recovery. 

The authors point out that the literature on the radio- 
opacity of glass is scanty. Radio-opacity is directly 
linked with relative density, and estimation of the density 
of similar fragments is of value in indicating whether a 
suspected glass foreign body is likely to be demonstrable. 
Glass containing lead (full crystal, optical, the filament- 
holding portion of electric light bulbs, and fluorescent 
x-ray screens) or barium (certain television tubes) has a 
higher relative density than “‘ ordinary” glass of the 
soda-lime-silicate type used for windows, mirrors, car 
windscreens, and cheap tableware. 

The fragments in the case described were of the 
“ordinary ’’ type and their satisfactory demonstration 
was attributed to their linear presentation and to the 
slight build of the patient. R. O. Murray 


1206. Undulant Fever Spondylitis 
F. Zammit. British Journal of Radiology (Brit. J. Radiol.] 
31, 683-690, Dec., 1958. 10 figs., 17 refs. 


Undulant fever, which is due to milk-borne infection 
with Brucella melitensis, has long been endemic in Malta; 
during the period 1947-54 the number of,reported cases 
amounted to 6,301. In this paper from St. Luke’s Hos- 
pital, Malta, the author reviews 62 cases of the disease 
seen during this period in which there was definite radio- 
logical evidence of involvement of the spine. Brucellar 
spondylitis mainly affects adults between the ages of 30 
and 60 and usually first appears during convalescence or 
after a period in which only vague symptoms have been 
present. It is characterized by localized pain in the 
spine which may be progressive and severe and which 
may be referred to the limbs in some 60% of cases. 
Localized tenderness is surprisingly absent and para- 
plegia is uncommon. 

Radiological changes are likely to develop in an 
average of 3 months and are more common in males 
than in females. In the present series the lumbar spine 
was involved in 37 cases, the dorsal in 16, dorso-lumbar 
in 4, and the cervical region in 5. Two adjacent vertebral 
bodies are usually affected, but more than one focus of 
infection may occur. (1) The vertebral bodies may show 
(a) marginal erosions, which begin in the antero-superior 


' corners, or (6) central subchondral areas of destruction. 


The latter may cause wedging which may be eccentric and 
produce scoliosis. If the articular surface becomes 
eroded, the adjacent vertebral body is likely also to be 
affected. Both lesions provoke a sclerotic reaction with 
healing and are not accompanied by significant general- 
ized rarefaction. Abscess formation is common in dor- 
sal lesions, but is only rarely encountered in cases of 
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lumbar involvement. (2) The intervertebral disk space 
shows early and progressive narrowing, which varies in 
degree with the extent of the osseous lesions. During 
healing, however, some restoration of the space may 
occur. (3) Proliferative marginal reactions are a charac- 
teristic and pronounced diagnostic feature. These are 
localized round the lesion and first appear as a faint 
mass of osteoid forming anterior and lateral buttresses, 
which may later grow together and fuse to form dense 
amorphous bony structures of irregular shape; these 
subsequently organize by the formation of lamellar bone 
and are left as permanent stigmata of the disease. This 
whole process, unlike that of osteoarthritis from which 
it must be differentiated, may take place within 3 months, 
but is noticeably slower in dorsal lesions in which 
abscesses have formed. (4) The intervertebral joints, 
erosions of which have been stressed as a diagnostic 
feature by other authors, showed no convincing abnor- 
mality in this series. 

The differential diagnosis is made primarily on the 
result of the agglutinin test for the presence of undulant 
fever, but radiologically the features of spinal involve- 
ment in this disease lie between those seen in tubercul- 
ous infections and those in staphylococcal infections. 
In the former, the changes occur later, are slower to 
develop, and there is less sclerosis and proliferative bone 
reaction. [Tuberculous abscesses also ultimately show 
calcification.] Staphylococcal infections cause a more 
severe illness in which the radiological signs develop 
earlier, while there is less new bone formation and 
earlier reactive sclerosis. R. O. Murray 
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1207. A Study of 54 Cases of Cancer of the Thoracic 
Oesophagus Treated with the 22-MeV. Betatron. (Etude 
de 54 cas de cancers de l’cesophage thoracique traités par 
le bétatron (22 MeV)) 

B. Prerquin, M. TusiANaA, and J. Dutrerx. Journal 
de radiologie, d’électrologie et médecine nucléaire [J. 
Radiol. Electrol.| 39, 725-736, Nov., 1958. 9 figs., 
26 refs. 


The authors report the results in 54 patients (51 men 
and 3 women) with carcinoma of the thoracic oesophagus 
who were treated during 1954 and 1955 by 22-MeV. beta- 
tron radiation at the Institut Gustave-Roussy, Villejuif, 
Seine. The series included all such cases seen at the 
institute during this period except (1) those in very poor 
general condition and not improved by preliminary 
treatment; (2) those with evident distant metastases; 
and (3) those with histologically proved tracheobronchial 
invasion. The tumour was ‘situated above the tracheal 
bifurcation in 8 cases, at the level of the bifurcation in 18, 
at the level of the hilum in 18, and below the inferior 
pulmonary vein in 12. It involved the whole circumfer- 
ence of the oesophagus but not more than a quarter of 
its length in 23 cases, involved a quarter to a half of the 
length of the oesophagus or showed external spread, 
evidenced by widening of the oesophago-tracheal interval 
or displacement of the trachea or bronchus, in 29 cases, 


while in the remaining 2 it involved more than half of the 
oesophagus or there was bronchoscopic evidence of 
invasion of the trachea or bronchus. Histologically the 


carcinoma was squamous-celled in 47 cases, columnar- 


celled in one, and of undetermined type in 6. 

The aim of treatment was to give a dose of 6,000 rads 
to the whole length of the oesophagus and its vicinity, 
sparing the vertebral marrow and the heart as much as 
possible and keeping the total tissue dose to a minimum. 
Two pairs of opposed oblique fields with their axes 
roughly at right angles were used, ranging in size from 
17X7 cm. to 22X8 cm. For marking out, a rigid 
radiolucent methylmethacrylate jacket was applied to 
the patient, and radiographs were taken of the barium- 
filled oesophagus in relation to external lead wire grids. 
A transverse tomogram of the barium-filled oesophagus 
was helpful in visualizing the relation of the organ to 
neighbouring structures. In consultation with the 
physicist the fields were chosen and marked out upon a 
special corset, the patient being subsequently treated in 
this corset and in the same sitting position. One field 
was treated daily with a dose of 200 rads at each of five 
sessions per week, the total dose thus being 6,000 rads 
in about 6 weeks; the duration of each treatment was 
5 to 10 minutes. During treatment the blood count, 
the blood protein level, and the electrocardiogram were 
checked repeatedly; at about mid-point of treatment the 
barium swallow examination was repeated. 

During treatment there was very little general disturb- 
ance, and no important blood changes were observed. 
Relief in swallowing occurred early, usually after about 
2,500 rads had been given; once this had occurred the 
patient’s general condition began to improve, so that in 
most cases treatment was completed with the patient in 
good state. Later complications included oesophagitis, 
perforation, and myocardial damage. About 3 months 
after treatment a painful dysphagia due to post-radio- 
therapy oesophagitis occurred in 10 cases. This was 
extremely difficult to distinguish from a recurrence of 
the tumour, but oesophagoscopy was negative and in 
some cases the condition regressed. Perforation 
occurred in 5 cases, in 4 into the trachea or bronchus 
and in one into the mediastinum, while there were 2 
other doubtful cases of perforation. Almost all these 
were in advanced cases. Electrocardiographic changes 
were noted in 2 cases, and in 4 out of 10 cases which 
were examined post mortem there was evidence of 
myocardial damage. 

In all, 43 patients were benefited, relief of dysphagia 


averaging 6 months. In the moderately severe cases the - 


average survival time was 13-8 months, but in the 
advanced cases it was only 7-6 months. In view of this 
result the authors suggest that in advanced cases it 
would be better to limit the treatment to a palliative 
level not exceeding 3,500 rads, reserving full curative 
therapy for the less severe cases. As regards local cure, 


the disease persisted or recurred in the oesophagus in 32 
cases; in 6, however, there was thought to be no recur- 
rence, and in another 13 the point was doubtful. Three 
patients survived for more than 3 years. 

[This important and careful study should be read in 
E. Stanley Lee 


full.] 
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